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FeTTORIAL discussion in this journal of a paper 
on the results of treatment in the major psy- 
chosest included the suggestion that “the psychiatrist 
could measure the effects of therapy by means of a 
study of ‘five-year cures’ much as does the student 
of cancer or tuberculosis.” We have sought to carry 
out this suggestion by charting the admissions and 
discharges of 100 patients, week by week, for a period 
of five years after each original date of admistion to 
the hospital 


METHOD 


The names of the first 100 patients committed to 
the Boston Psychopathic Hospital during the fiscal 
year July 1, 1946, to June 30, 1947, were traced in 
the card-index file of the Massachusetts Department 
of Mental Health. Each discharge to the community, 
each transfer from one mental hospital to another 
and each readmission to a mental hospital, public 
and private, in Massachusetts was recorded. Each pa- 
tient’s sex, diagnosis, admission status — that is, 
whether first or subsequent admission — and treat- 
ment were also recorded. 


RESULTS 


Seventy-six of the patients were presumably in the 
community at the end of five years (they were not 
in residence at any of the mental hospitals of Massa- 
chusetts, but a few might have been in mental hos- 
pitals in other states). Twelve were in mental hos- 
pitals in Massachusetts, 8 were dead, and 4 were 
known to be out of the State and could not be fol- 
lowed. The 88 patients followed for the entire five 
years resided in mental hospitals for an average of 
forty-nine weeks, or 19 per cent of the five-year period. 

The original number of patients discharged to the 
community after treatment at the Boston Psycho- 
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pathic Hospital was 70. Twenty-nine were trans- 
ferred to other mental hospitals for further care, and 
1 died at the Boston Psychopathic Hospital. 

Table 1 shows the whereabouts, at the end of five 
years, of the 70 patients discharged to the community 
by the Boston Psychopathic Hospital, and Table 2 
that of the 29 orem transferred directly to other — 
mental hospitals 


Taste 1. Status of 70 Patients Discharged to the Com- 
munity. 


Stratus No. or 


PATIENTS 
In community 
No readmission since discharge 38 
ing admission to Boston Psycho- 
i with 
pathic subsequent dis- ‘3 
and subsequent dis- 


Unknown (patient out of State) 3 


mental 
charge 


pathic and transfer to other men- 3 
In mental hospital 6 
Boston Psychopathic Hospital 1 
Other mental institution 5 | 
Total 70 


The whereabouts of the entire 100 patients at the 
end of the five-year period and the average time spent 
in mental hospitals during the period are presented 
in Table 3. 

If the patients who were dead or out of the State at 
the end of five years are omitted from consideration 
the proportion of patients in the community at that 
point was 86 per cent (76 out of 88). 

The 76 patients who were in the community at the 
end of the five years spent 10 per cent of the five 
years (two hundred and sixty weeks) in mental hos- 
pitals, whereas the 12 patients who were in mental 
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hospitals at that point spent 76 per cent of the five- 
year period in mental hospitals. From this difference 
it appears that the fact of being in the community 


TaBLe 2. Status of 29 Patients Transferred Directly to 
Other Mental Hospitals. 


Sratus No. or 
PATIENTS 
In community 18 
In other mental hospital 6 
Intervening — in community after 
No discharge from other hospital 2 
after 
Unknown (patient sent out of State) 1 
Total 29 


five years after admission to a mental hospital is good 
evidence that the average patient has been able to 


Taste 3. Status of All 100 Patients. 

Stratus OF Spent IN 
wk. 
In community 76 26 
In mental hospitals 12 197 
Dead 8 42 
ee out 4 16 
Total “100 
Average 47 


live in the community by far the greater part of the 
five years. 


Taste 4. Data in 56 Patients Hospitalized Only at the 
Boston Psychopathic Hospital. 


Status No. or 
PATIENTS 
In community® 51 
No readmissiont 38 
Readmission, lasting till follow-up survey 1 
Unknown (patient out of State) 3 
Death in hospital 1 
Total 56 


*Average time in hospital, 14 wk. 


Fifty-six of the 100 patients had all their hospitali- 
zation at the Boston Psychopathic Hospital. Their 
whereabouts at the end of five years is shown in 
Table 4. 
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The most noteworthy group comprises the 38 pa- 
tients who never had a readmission during the fivé’™ 
years, for they were in hospital for an average of only” 
ten weeks. Twenty-nine of these were women. 

Forty-four patients were treated at both the Bos- 
ton Psychopathic Hospital and other mental hospitals 
after transfer from the former. Their status at the 
end of five years is presented in Tabie 5. 


TaBLe 5. Status of Patients Treated at Other Mental Hos- 
pitals after Transfer from the Boston Psychopathic Hospital. 


Status No. or 


PATIENTS 
In community* 25 


Intervening readmissiont 18 
In other mental hospital é 11 


No discharge to community 2 
Death in other mental hospital 7 

Readmission after discharge to community 3 

No discharge to community 4 
Unknown (patient sent out of State) 

Total 


“Average time in hospital, 47 wk. 
tAverage time in hospital, 23 wk. 
tAverage time in hospital, 57 wk. 

Comparison of the average time of hospitalization 
of patients who were in the community at the end of 
five years who received all their care at the Boston 
Psychopathic Hospital with those who were treated 
at both the Boston Psychopathic Hospital and at other 
mental hospitals discloses that the former (51 pa- 
tients) were under treatment for fourteen and the 
latter (25 patients) for forty-seven weeks (12 at the 
Boston Psychopathic Hospital, and 35 at other hos- 
pitals). The latter group included patients who had 
not improved during their Boston Psychopathic Hos- 
pital residence. 

Fifty-six of the 100 patients had had no previous 
admission to mental hospitals. Their whereabouts at, 


Patients Not Previously Admitted to” 


6. Status of 
Mental Hospitals. 


In community 40 (719%) 27 
In mental hospital 9 196 
Dead : 5 42 
Unknown (patient out of State) 2 26 
Total 56 ‘ 
Average : 55 


the end of five years and the average time in mental 
hospitals during the five-year period are demonstrated 
in Table 6. 7 


+tAverage time in hospital, 10 wk. 

tAverage time in hospital, 24 wk. 
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Forty-four of the 100 patients had had one or more 
previous admissions to mental hospitals. Their where- 


TaBLe 7. Status of Patients with One or More Admissions 


to Mental Hospitals. 
Status Fe OF Averace Time IN 

In community 36 (82%) 24 
In mental hospital 3 198 
Dead 3 43 
Unknown (patient out of State) 2 6 

Total rr 

Average 36 


abouts after five years and the average time in mental 
hospitals are shown in Table 7. 

The number of patients who had had previous ad- 
missions was greater than that of those who had not 


Taste 8. Status of 46 Male Patients. 


No. oF 


PATIENTS 
In community 32 (70%) 37 
In mental hospital 8 223 
Dead 5 47 
Unknown (patient out of State) 1 48 
Total 46 
Average 70 


(82 and 71 per cent, respectively). The average time 
of the former in mental hospitals was also consider- 
ably less than that of the latter (thirty-six as com- 
pared with fifty-five weeks) . 

Forty-six of the 100 patients were males. Their 
whereabouts at the end of five years and the average 
time in mental hospitals are shown in Table 8. For 
54 female patients the corresponding data are pre- 


. sented in Table 9. 


More females than males were in the community 
at the end of five years (81 and 70 per cent, respec- 
tively). The females, furthermore, spent less than 


FOLLOW-UP OF PSYCHOPATHIC PATIENTS — BOCKOVEN AND SOLOMON 


The status of the 100 patients at the end of each 
year of the five-year follow-up period is demonstrated 
in Table 10. 


TaBie 9. Status of 54 Female Patients. 


Status No. oF Averace Timm IN 

PATIENTS 
In community 44 (81%) 17 
In mental hospital 4 143 
Dead 3 35 
Unknown (patient out of State) 3 5 

Total 54 

Average 27 


A slight change occurred between the end of the 
first and second years, when the total number of pa- 
tients in the community increased from 72 to 76. 
Another was observed between the end of the third 


' and fourth years; during that interval the number of 


patients who had had no relapse decreased from 49 
to 46. There was also an increase in the number of 
patients in the community who had had a relapse 
since the original discharge — from 27 to 31. 

Patients in the last category (31 in all) had a total 
of 65 readmissions or an average of 2.1 readmissions 
apiece during the five-year period. Patients who were 
in the hospital but had been di since the 
original admission (10 in all) had a total of 49 re- 
admissions; however, 1 patient had 33 readmissions. 
If this patient is left out patients in this group had 
an average of 1.7 readmissions during the five years. 

The whereabouts of patients available for the en- 
tire five-year follow-up period (that is, those who had 
neither died nor left the State) and the proportions 
in each of the four groups at the end of each year 
are shown in Table 11. 

This follow-up picture differentiates three classes 
of patients: those who were not di from men- 
tal hospital after admission; those who relapsed; and 
those who did not relapse. The first and third groups 
both decreased from the end of the first year to the 
end of the fifth year — 8 to 2 per cent and 59 to 51 


Tasie 10. Status of All Patients during the Follow-up Period. 


PATIENTS IN Deap 
HospitaL 


PATIENTS Patients Community 


PATIENTS out or Strate 
NO DISCHARGE INTER- READMISSION NO READ TOTALS* 
SINCE ORIGINAL VENING DIS- AFTER ORIGI- MISSION AP- 
ADMISSION CHARGE & RE- NAL DIS- TER ORIGI- 
ADMISSION CHARGE NAL DIS- 
CHARGE 
End of Ist yr. 7 13 4 4 18 4 72(78%) 
End of 2d yr. 5 8 7 4 25 51 76(879%) 
End of 3d yr. 3 9 8 4 27 49 76(87%) 
End of 4th yr. 3 8 8 4 | 46 77(88%) 
End of 5th yr. 2 10 8 4 31 45 76(87%) 
*Percentage of survivors followed. 


half the average number of weeks in mental hospitals 
that males did. 


per cent, respectively. The incidence of relapse in- 
creased from 33 to 46 per cent. It is of interest that 
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although more patients relapsed in the course of the 
five years a smaller proportion were in mental hos- 
pitals at the end of the fifth year than at the end of 
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9 with undi psychosis. Their whereabouts at 
the end of five years and the average time spent in 
mental hospitals are demonstrated in Table 13. 


Tasie 11. Status of Patients Available for Study during the Entire Follow-up Period. 


Periop IN 

NO DISCHARGE INTERVEN- 
SMADMISSION READMIBSION 

End of Ist yr. 7 13 

End of 2d yr. 5 8 

End of 3d yr. 3 9 

End of 4th yr. 3 8 

End of 5th yr. 2 10 


Patients IN ComMUNITY 
AFTER NO READMISSION 
ORIGINAL DISCHARGE AFTER ORIGINAL 
DISCHARGE 

18 54 92 

25 51 89 

27 49 88 

31 46 88 

31 45 88 


the first (10 out of 41, or 24 per cent, as compared 
with 13 out of 31, or 42 per cent). 
The proportion of patients out of hospitals was 


Tasre 12. Status of 44 Patients with Schizophrenia. 


Status No. or Averace Time 
PaTrENTS OF ‘TOTAL IN 
HosprraL 

wk. 

In community 34 77 31 

In mental hospital 6 14 209 

Dead 1 2 50 

Unknown (patient out of State) 3 7 5 
Total 44 

Average 54 


78 per cent at the end of the first and 87 per cent 
at the end of the fifth year. 


OUTCOME IN RELATION TO DIAGNOSIS 
Schizophrenia 
Forty-four patients had schizophrenic psychosis, in- 
cluding 3 with paranoia and paranoid condition. 
Their whereabouts at time of follow-up study and 
Tare 13. Status of 30 Patients with Affective Psychosis. 


Stratus No. or Percentace Averace Time 
IN 


Patients oF TOTAL MENTAL 

HospitaL 
wk. 
In community 25 83 15 
In mental hospital 2 7 168 
Dead 2 7 27 
Unknown (patient out of State) 1 3 48 

Total 30 

Average 27 


the average time in mental hospitals are shown in 
Table 12. 
Affective Psychosis 


Thirty patients had affective psychosis, including 
11 with involutional, 10 with manic-depressive and 


Toxic and Organic Psychosis 


There were 20 patients who had psychosis with 
demonstrable toxicity or brain damage. This group 
comprised 12 with general paresis, 4 with alcoholic 
psychosis, 1 with psychosis with epilepsy, 1 with psy- 
chosis with organic changes of the central nervous 
system and 2 with psychosis due to drugs. Table 14 
shows the whereabouts and the average time in men- 
tal hospitals. 


TaBLe 14. Status of 14 Patients with Toxic and Organic 
Psychosis. 


Status No. or PerncentackE #Averace Time IN 
PATIENTS or ToTAL 
In community 12 60 31 
In mental hospital 3 15 214 
Dead 5 25 47 
Total 20 
Average 61 


Miscellaneous Mental Disorders 
Six patients were placed in this group; 4 had psy- 
choneurosis, and 1 psychosis with psychopathic per- 
sonality; 1 was without psychosis. The data in these 
cases are presented in Table 15. 
DISCUSSION 
Introduction of the time factor in the study of out- 


Taste 15. Status of 6 Patients with Miscellaneous Dis- 
orders. 


Status No. or PgrcENTAGE Time IN 
or ToTaL MENTAL 
wk, 
In community ; 5 83 25 
In mental hospital 1 17 128 
Total 6 
Average 43 


come of psychoses discloses information of great prac- 
tical value in predicting the amount of custodial care 


‘ 
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that any given psychotic reaction will require. The 
time patients are able to remain in the community is 
also at least a presumptive measure of their capacity 
to behave in a manner tolerable to society at large. 
From a humanitarian point of view time spent in the 
community is a measure of the patient’s freedom to 
enjoy the same privileges as other citizens. We do 
not yet know if there is any critical period that cor- 
relates with theoretically conceived criteria of com- 
plete recovery. We do know from other follow-up 
studies in preparation and from our outpatient clinic 
that some patients continue to improve after release 
from the hospital. We also know that among those 
who are giving good service in a variety of occupa- 
tions some harbor delusions and others suffer from 
episodes of disturbing anxiety. Their behavior, how- 
ever, is no more abnormal than that of many people 
whose sanity has never been questioned. 

The data presented in this study indicate that 9 
out of 10 psychotic patients committed to mental hos- 
pitals can be discharged to the community, and that 
approximately 8 out of 10 will be in the community 
five years after admission, having spent on the aver- 
age half a year in mental hospitals, The data further 
disclose that there are essentially three categories 
of patients: those who do not respond to treatment 
(about 1 out of 10 patients); those who respond 
quickly — that is, within an average of ten weeks, 
and never return to a mental hospital within a five- 
year period (about 4 out of 10 patients) ; and those 
who respond more slowly to treatment, have on an 
average of two relapses in five years and spend an 
average of about one year out of the five in mental 
hospitals (about 4 out of 10 patients). 

The most unexpected finding of this study is that 
more than three quarters of the schizophrenic pa- 
tients were in the community five years after admis- 
sion, having spent less than an average of eight months 
in mental hospitals. Whether this result can be as- 
cribed to the accuracy of the frequently voiced opinion 
that the Boston Psychopathic Hospital receives pa- 
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tients sooner after the inception of their psychosis than 
other hospitals is an open question. If so, these re- 
sults indicate that there are many patients with 
schizophrenia (as we conceive the diagnosis) who 
have the capacity to return to live in the community 
for relatively long periods. In the past, undervalua- 
tion of recovery potential and absence of treatment 
combined to induce psychiatrists to hold schizophrenic 
patients under custodial care for long periods. De- 
tention in the closed wards of mental hospitals may 
well have contributed to the deterioration that was 
expected in schizophrenia. Modern somatic treat- 
ments and attention to emotional needs alleviate many 
states of fear, depression and excitement, enable pa- 
tients to resume relations with other people and make 
possible their discharge to the community, It can- 
not yet be predicted accurately in individual cases 
how long patients will continue to get along with 
others. The results of this study strongly suggest that, 
on the whole, they can get along for longer periods 
than is generally recognized. 

The outcome of patients with toxic and organic 
psychosis was also unexpected, but this sample was 
small. Three fifths of the patients were in the com- 
munity five years after admission, having spent an 
average of less than eight months in mental hospitals. 
This result is largely a reflection of the effectiveness of 
fever treatment and penicillin in general paresis. 

It is common knowledge that affective psychoses 
respond readily to electric shock. The results of this 
study indicate that over four fifths of patients ad- 
mitted with affective psychoses were in the commu- 
nity five years after admission, having spent an average 
of only fifteen weeks in mental hospitals. Of the 25 
patients in the community at the end of five years, 16 
had never had a readmission, 6 had had 1 readmis- 
sion, and 3 patients had had 2, 3 and 4 readmissions 
apiece. Owing to the relatively large number of pa- 
tients who were not readmitted to a mental hospital 
the average number of readmissions during the five- 
year period was less than 1 — namely, 0.6. 


SAFE CONDUCT OF THE PATIENT THROUGH CARDIAC SURGERY (Concluded)* 
With Special Reference to Diseases of the Mitral and Aortic Valves 
HARRISON Brack, M.D.,¢ aNnp Dwicnt E. Harxen, M.D.{ 


BOSTON 


IMMEDIATE POSTOPERATIVE CARE 


After a cardiac operation the general measures in- 
cluded in the care of all patients subjected to thoracic 


*F, the of Peter Bent and 
rom ‘ surgery, Brigham Hospital 


surgery apply. The altered physiology of the open 
wound of the chest is corrected by an air-tight closure 
of the chest wall, re-expansion of the lung and con- 
tinued evacuation of fluid and air through water- 
sealed drainage tubes. In all cases a posterolateral 
tube just above the diaphragm will evacuate fluid. 
When there is any air leak from damaged lung, a 
second tube may be brought out through the second 


append in Grant No. 442 from the National Heart Insti- 
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intercostal space anteriorly. Tubes are removed when 
they cease to function, generally, within forty-eight 
hours. 


Fowler’s Position 


At the end of the operation, as soon as the dressing 
is in place, the patient is turned on his back, and the 
head of the table elevated. He is then maintained in 
Fowler’s position regardless of the presence or absence 
of detectable peripheral blood pressure, There seems 
to be no evidence that cerebral anoxia will result if 
the head is elevated in shock. Furthermore, there is 
no question that the patient ventilates much more 
satisfactorily when the weight of the viscera is re- 
moved from the diaphragm and gravity does not con- 
tribute to pulmonary congestion. An important ex- 
ception to this rule, however, has been pointed out by 
Hufnagel.**® He has noted that after his plastic valve 
has been placed for the correction of aortic insuffi- 
ciency the patient does much better flat or in the 
Trendelenburg position. 


Oxygen Administration 


As in all intrathoracic procedures oxygen should 
be administered by nasal catheter for the first twenty- 
four hours. It may then be discontinued if its omis- 
sion does not result in an elevated pulse or respiratory 
rate, or both. The special undesirability of anoxia in 
the cardiac patient dictates longer oxygen administra- 
tion if there is hypotension, cyanosis or any other 
evidence of impaired circulation. In many of the 
poor-risk patients it is best to continue oxygen for four 
or five days. Oxygen masks are not used because of 
the discomfort to the patient and the impracticability 
of keeping them in proper functioning position. 
Oxygen tents have also been abandoned owing to the 
notorious difficulty of maintaining a satisfactory con- 
centration of oxygen. 


Antibiotics 


At the end of the operation 1,000,000 units of peni- 
cilln and 1 gm. of streptomycin are placed in the 
pleural space. Procaine penicillin G is continued by 
the intramuscular route for seven tw ten days. The con- 
tinuation of streptomycin does not appear necessary, 
and the occasional case of vestibular damage will be 
avoided by its omission. 

Elastic stockings are applied postoperatively on all 
patients to reduce venous stasis and thus the danger 
of pulmonary emboli. 


Sedation 

In the immediate postoperative period these patients 
often have considerable pain from pressure on or 
trauma to the intercostal nerves. The surgeon can 
reduce this by crushing two nerves above and two 
below the incision at the time of operation. Morphine 
should be administered in sufficient dosage to allow 
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the patient to cough comfortably, but depressive 
amounts must obviously be avoided. If this is not 
done the patient will not cough effectively and clear” 
his increased tracheobronchial secretions. 


Retained Secretions 


The patient with pulmonary vascular congestion 
secondary to heart disease has an even greater ten- 
dency to atelectasis than the average patient after a 
thoracic operation and demands particular attention 
to these details. He should frequently be put in the 
sitting position to cough, with someone supporting 
the operated hemithorax with the flat of the hands. 
If this does not result in clearing of rales and rhonchi, 
if the cough remains wet, if x-ray studies reveal 
atelectasis or if the temperature and pulse remain 
elevated, nasotracheal suction should be begun. This 
is frequently necessary on the day of operation and 
should be employed early and as often as necessary 
to eliminate the signs of retained tracheobronchial 
secretions mentioned above. If this fails bronchoscopy 
may be necessary. During tracheal suction frequent 
rest periods with oxygen administered down the 
catheter will avoid the serious anoxia that can be 
particularly hazardous to the patient with limited 
cardiac reserve. 


Ambulation 


Early ambulation favors rapid re-expansion of the 
lung and more effective cough. It should be practiced 
except when the patient’s age, cardiac status or gen- 
eral condition is a contraindication. Ambulation is 
delayed in the patients with Group 4 mitral stenosis® 
and after the correction of mitral insufficiency. After 
a cardiotomy in the left ventricle the patient is kept 
at bed rest for two weeks and treated as though he 
had had a myocardial infarction. . 

Within a few days of operation the patient is in- 
structed in breathing exercises to mobilize the operat- 
ed hemithorax. Arm raising is practiced to avoid 
“frozen shoulder.” These exercises are continued for 
a month. 


Hypotension 


In a certain number of cardiac patients hypotension 
may be a problem immediately after operation. This 
is treated with adequate blood replacement as de- 
scribed above. Too often drainage of blood from the 
chest tube is overlooked; determination of its hemato- 
crit will serve as a guide to replacement. In addition 
it may be necessary to administer nor-epinephrine to 
maintain a blood pressure sufficient to perfuse the 
coronary vessels. When it is necessary to use this 
agent after operation it should not be injected into a 
limb. that has had a previous arterial infusion lest 
skin slough from arterial spasm occur, Damaging 
peripheral constriction may occur, however, even in 
the absence of a previous arterial cutdown. If admin- 
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istration results in blanching and coldness of the ex- 
tremity the use of another extremity or a change to 
Neosynephrine intramuscularly is indicated. 


Hyperpyrexia 


In some patients, despite the most careful tracheal 
suction, high fever may occur, and in such cases 
aspirin by mouth, rectum or vein is indicated to 
eliminate the tachycardia of hyperthermia, which 
may impose an undesired burden on the myocardium. 
Nicotinic acid in an infusion may help produce a 
cooling vasodilatation. Dehydration must also be con- 
sidered as a possible cause of this condition although 
it seems ——. to postulate minute emboli to the 

lating centers of the brain stem in at 
least some of the cases. Experience with hyperpyrexia 
resulting from other lesions of the central nervous 
system suggests that the administration of Compound 
F or cortisone may be effective in reducing the tem- 
perature. 


Digitalis 


The previously determined maintenance dosage of 
digitalis must be given during the morning of opera- 
tion and continued without interruption. For the 
first few postoperative days the parenteral routes of 
administration should be employed whenever there is 
any question of intestinai absorption. In a significant 
number of patients rapid fibrillation will develop 
either during operation or shortly thereafter. This 
will necessitate the supplementation of the mainte- 
nance dose of digitalis with short-acting preparations 
such as Digoxin (0.25 to 0.5 mg.) orally or intra- 
venously or Cedilanid (0.2 to 0.4 mg.) intravenously 
or ouabain (0.1 to 0.2 mg.) intravenously. If the 
apical rate remains above 120 these agents should be 
administered every two or three hours until slowing 
occurs. Prostigmine will temporarily control the rate, 
but supplementary digitalis in some form will even- 
tually have to be given. 

In all cases of uncontrolled rate an electrocardio- 


graphic tracing will help rule out digitalis toxicity as 


“the cause of the tachycardia. In actual practice the 
vast majority of such patients require additional digi- 
talis, but when the situation is unclear the use of the 
ultrashort-acting acetyl strophanthidin’ under careful 
control may be helpful. From 
0.2 to 0.4 mg. of this agent is given intravenously, and 
the electrocardiogram followed. Slowing of the car- 
diac rate is a clear indication for supplementation of 
digitalis; if evidence of myocardial toxicity is seen 
further digitalis should be withheld. The usefulness 
of this agent lies in the fact that its effect is generally 
dissipated within half an hour. It is a dangerous 
drug, however, and must be used with great caution. 
A similar diagnostic test can be performed with 
Digoxin, Cedilanid or ouabain. 
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Quinidine 


In all patients with mitral stenosis in regular 
rhythm and in all who have undergone a transven- 
tricular cardiotomy quinidine (0.2 gm. every four 
hours) is given prophylactically after operation. Since 
the patient reacts promptly from his anesthetic, oral 
medication can be instituted immediately after the 
procedure. Before this policy was adopted about 75 
per cent of the patients undergoing valvuloplasty 
who were in normal rhythm fibrillated after operation. 
The institution of prophylactic postoperative quini- 
dine has reduced the incidence of this complication, 
which has not been eliminated entirely, however. 

If the atrial fibrillation occurs in spite of prophylac- 
tic administration of quinidine this drug is discon- 
tinued. Then, after a week or ten days, the rhythm 
can often be restored to normal by a program of 
gradually increasing quinidine dosage. Various 
schedules of quinidine administration have been ad- 
vocated for this purpose.‘* One that we have found 
useful begins with 0.2 gm. every two hours for 5 
ae If this does not result in conversion to nor- 

mal rhythm the administration of 0.4 gm. every 
two hours for 5 doses is repeated on the following 
day. Even at this dosage repeated electrocardio- 
graphic observation for signs of toxicity is necessary; 
the drug is discontinued if ventricular tachycardia, 
ventricular slowing, ventricular extrasystoles, prolon- 
gation of the ORS complex to more than 25 per cent 
of the control value or a significant lengthening of 
the PR interval appears. It should be emphasized 
that the occurrence of gastrointestinal symptoms or 
tinnitus bears no relation to the quinidine blood level 
or to the toxic effect of the drug on the heart. If 
5 doses of 0.4 gm. are unsuccessful and none of the 
signs of myocardial toxicity mentioned above are pres- 
ent larger doses can be given, with the realization that 
they carry a distinct risk. 


Heparin 

Heparin is generally administered, after operations 
for mitral stenosis, to patients with heavily calcified 
and clumsy leaflets to prevent the formation of fresh 
clot with the implied threat of late embolization. In 
the vast majority, in whom adequate mobilization of 
the valve leaflets has been obtained by satisfactory 
valvuloplasty, however, this is not necessary. A similar 
rationale indicates heparin prophylactically after the 
correction of aortic stenosis, for these valves are almost 
invariably heavily calcified. Heparin is likewise em- 
ployed when pulmonary embolization occurs post- 
operatively, particularly in patients with long-stand- 
ing congestive heart failure. The dosage varies from 
40 to 75 mg. every six hours and must be regulated 
by frequent determinations of the clotting time. 


Arterial Embolization 
If a noncritical arterial embolism (other than cere- 
bral) occurs conservative management with heparin 
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is generally indicated, but it is occasionally necessary 
to perform embolectomy for large saddle emboli of 
the aorta. Fortunately, if a good valvuloplasty has 
been performed the patient tolerates further surgery 
well, even on the day of the cardiac procedure. 

Cerebral emboli have been reduced by obstruction 
of the circulation to the brain during the hazardous 
portions of valvuloplasty and by vigorous flushing of 
the atrium before the finger is inserted. The danger- 
ous times are during the intracardiac manipulation 
in clotted atria or in the presence of a calcified valve. 
When emboli occur in spite of precautions heparin is 
_ withheld, for it may accentuate the cerebral damage 
by further perivascular extravasation of blood, The 
treatment is supportive, with emphasis on oxygen 
therapy and physiotherapy to any paralyzed extrem- 
ities. 


Water and Electrolyte Management 


At present the problems of water and electrolyte 
imbalance are second only to cerebral embolization 
as sources of morbidity and mortality after operations 
on the mitral valve. Previous experience in cardiology 
and thoracic surgery, unfortunately, is not applicable 
to the unique problems of this group of patients. 
Moore and Ball’® have ably described the normal 
response to trauma or surgery in the healthy adult. 
This consists predominantly of the early retention of 
sodium, lowered serum sodium levels and loss of 
weight during a period of negative nitrogen and 
potassium balance. After cardiac operations these 
tendencies, probably because of tissue anoxia, are 
greatly accentuated and require special attention. 
Everyone working in the field of cardiac surgery has 
frequently observed a marked fall in serum sodium 
concentration by the second postoperative day. The 
lowest value with survival observed in this series was 
109 milliequiv. per liter, and many have been in the 
range of 117 to 125 milliequiv. Metabolic and isotope- 
dilution studies? have made a significant contribution 
to cardiac surgery in defining the nature of this de- 
rangement and placing its therapy on a rational basis. 
The total exchangeable sodium and potassium and 
total body water have been determined in patients 
before and after cardiac surgery. These studies have 
shown that a knowledge of the “total” body composi- 
tion of these elements is a key to the understanding 
and proper management of the postoperative changes. 

Three possible explanations for the low serum 
sodium seen after operation suggested themselves: 
shift from serum into cells; dilution of the serum; 
and depletion of the body stores of sodium. 

Shift from serum into cells. The earlier work of 
Moore and Ball’® indicated shift of sodium from 
serum into cells as a probable explanation for the 
moderate hyponatremia characteristically seen after 
trauma or operation. Since this mechanism is prob- 
ably the least controllable investigation of the other 
two possibilities seemed indicated as well. It is quite 


88 THE NEW ENGLAND JOURNAL OF MEDICINE 


July 15, 1954 


probable, however, that “shift” plays a significant spe 
in the cardiac patient after operation. 

Dilution of serum. One of the most important om | 
servations from the balance studies is the remarkable 
and unique tendency of cardiac cripples to accumu- 
late body water when fluid intake is not restricted 
after operation. Instead of the usual steady fall of 
body weight after a surgical procedure these patients 
show a distinctly abnormal gain in weight, even in 
the absence of salt intake. The resulting increase in 
body water may then contribute to the hyponatremia 
by serum dilution. Undoubtedly, the tendency to 
ingest excess fluid is encouraged by the surgeon who 
erroneously assumes that the oliguria, which is vir- 
tually universal after cardiac surgery, is due to de- 
hydration. Comparison of the daily weight with the 
preoperative level, however, exposes this fallacy. 
Study of a large group of cardiac patients revealed 
that as water intake increased over 1500 cc. per 
twenty-four hours there was no appreciable gain in 
urinary output. In fact, in one characteristic patient 
this fluid accumulation amounted to 7 liters in three 
days. Antidiuretic factors are prominent after cardiac 
surgery; their origin remains obscure, but their clini- 
cal importance is obvious. 

Since this tendency was identified all patients after 
cardiac surgery have been restricted to 1500 cc. of 
fluid (by the oral as well as the parenteral route, not 
including blood replacement) in the first twenty-four 
hours. On the first and second postoperative days the 
same amount is allowed, and the ration is not in- 
creased until the usual spontaneous diuresis occurs. 
Unusual size of the patient or inordinate loss by 
sweating in hot weather, of course, requires appro- 
priate adjustment. Under this regimen the serum 
sodium seldom falls below 125 milliequiv. per liter, 
and the low-sodium syndrome has become uncommon. 

Depletion. The final possible explanation for the 
severe hyponatremia is that the cardiac patient, after 
long periods of sodium restriction and diuresis, is ac- 


_tually depleted in sodium stores. Early in this experi- 


ence, before the balance studies were available, many 
patients with postoperative hyponatremia and disori- 
entation were given hypertonic saline solution in small. 
amounts. On several occasions this therapy was co-” 
incident with correction of the clinical aberrations 
and a rise in the serum sodium level. However, in 
other cases it was apparent that the salt load aggra- 
vated existing congestive heart failure and, in 1 case 
at least, contributed to the fatal outcome. 

An outstanding finding of the isotope-dilution 
studies, however, was that in the vast majority of 
cases the total exchangeable sodium was normal or 
high. Only 1 patient in a group of 30 
studied showed an actual depletion of sodium. In- 
deed, the combination of high body sodium and high 
total body water appears to be quite characteristic of 
the cardiac patient with or without edema and either 
before or after surgery. It is of interest that a low 


; 
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total exchangeable potassium with a relatively high 
plasma potassium level is also a part of this picture. 

On the basis of the balance studies it is now possible 
to provide several rules-of-thumb, which may be 
utilized as a guide in the clinical management of the 
cardiac patient after operation, even in the absence 
of isotope-dilution determinations of the actual body 
composition. They are as follows: 


In the first place, when surgery has been success- 
ful in improving circulatory dynamics and caloric 
intake can be resumed the electrolyte pattern is 
gradually restored to normal if water and salt load- 
ing are avoided. The depressed serum sodium and 
elevated serum potassium revert to normal coinci- 
dent with the usual diuresis on the third or fourth 
postoperative day. This restoration, which is merely 
a biochemical index of general convalescent re- 
habilitation, is the pattern in the majority of pa- 
tients particularly if the degree of congestive heart 
failure is minimal. 

Secondly, in patients with a greater degree of 
congestive heart failure and in the small group in 
which preoperative body wasting has been maximal 
surgical convalescence and caloric resumption are 
slow. In these cases water and salt restriction, daily 
-weight measurement and caloric forcing are indeed 
life-saving measures. In addition to this program 
there are a few cases in which hypertonic saline 
solution may be useful. 

Of the specific indications for the intravenous use 
of 250 cc. of 3.0 per cent sodium chloride the first 
is when the usual postoperative oliguria (200 to 
400 cc. per twenty-four hours) is accompanied by 
a dangerously high serum potassium with associated 
serious cardiac irregularities (atrial flutter, sudden 
atrial fibrillation in a patient previously in normal 
rhythm, atrioventricular dissociation or atrial ar- 
rest). Hypertonic saline solution may be given as 
emergency therapy under elect hic con- 
trol to reduce the hyperkalemia and correct the 
resultant myocardial toxicity. This is followed by 
an infusion of 10 per cent glucose covered by in- 
sulin. If potassium intoxication remains severe 
extravascular dialysis with the artificial kidney may 
be life saving. 

A further indication for hypertonic saline infusion 
is when the patient manifests hyponatremia beyond 
the fourth or fifth day in spite of a technically satis- 
factory corrective procedure. This pattern, coupled 
with failure of diuresis, has been found to be char- 
acteristic of a small group. In such cases, if fluid 
has been restricted, weight is constant or falling and 
caloric intake has begun, a small dose of hypertonic 
saline solution often initiates a gradual restoration 
of the plasma electrolyte pattern to normal over a 
period of several days and actually effects water 
diuresis. At the same time, the disorientation, weak- 
ness and apathy that are commonly associated may 

be relieved. As in the preoperative patient such 
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saline therapy must be followed closely by measure- 
ments of body weight and serum sodium. The ideal 
is a rise in serum sodium with no weight gain; if 
weight increases and serum sodium fails to respond 
further salt must be withheld. 

The third indication is when an acute depression 
of the plasma sodium concentration progresses to 
120 milliequiv. per liter or below within forty-eight 
hours of operation and there are associated symp- 
toms (disorientation, depression and hypotension). 
Here, again, a single dose of hypertonic saline so- 
lution given with caution may be of emergency 
value for acute hyponatremia even though it exag- 
gerates the high body sodium present in the major- 
ity of patients. This situation has been rare. 

Finally, in cases in which the surgery is not con- 
sidered to have resulted in much improvement and 
the caloric intake remains limited the electrolyte 
pattern remains distorted. In our experience a 
wide variety of maneuvers aimed at “passive” res- 
toration of water and electrolytes to normal are 
quite unavailing. Indeed, salt loading in these cir- 
cumstances may seriously aggravate the situation, 
and restoration of body composition to normal is a 
virtual impossibility. Indeed, the ability of the body 
to restore its composition to normal after a cardiac 
operation is one of the most significant evidences of 
success. And, conversely, when surgery cannot be 
undertaken or is unsuccessful it is futile to attempt 
to “improve” serum composition with a failing 
heart. 


Adrenal Failure 


On a few occasions in which intractable hypoten- 
sion that could not be explained on a more usual basis 
was encountered postoperatively adrenal failure has 
been suspected. The patient is alert and oriented 
despite the absence of detectable blood pressure. An 
eosinophil count reveals the lack of the anticipated 
postoperative fall. Compound F intravenously may 
prove life saving in such cases. Intramuscular in- 
jection of cortisone is not dependable because of un- 
reliable absorption in the hypotensive state and 
ACTH is of no value because the defect is in adrenal 
response. 

MANAGEMENT AFTER DISCHARGE 
The Psyche 


During the period immediately after operation and 
discharge from the hospital serious attention must be 
given to a reorientation of the patient’s outlook. 
Limitation of physical activity has long been a proper 
cornerstone of good medical management of the 
cardiac patient. Even in the patient with Group 3 
mitral stenosis® severe restriction of activity not only 
has been urged but also has been a practical necessity. 
A certain number of patients may interpret the re- 
peated admonitions to rest as proof of permanent 
disability. 
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After a successful cardiac operation this attitude 
must be corrected. A patient who does not know that 
he is better will not enjoy the advantages of his im- 
provement. Beginning with his ascent through the 
twilight zones of anesthesia, he is repeatedly reassured, 
but only, of course, when this is consistent with fact. 
In this way his outlook is reoriented from the start to 
a realization that he is better. When he finds that he 
can climb stairs with minimal effort at the end of a 
week after a satisfactory valvuloplasty he is further 
reassured that his new confidence is solidly based. 

Careful attention to all these matters will bring the 
sick cardiac patient through a major operation and 
contribute to his discharge from the hospital in im- 
proved condition. The two weeks immediately after 
the procedure, however, are not the only important 
ones. The patient must be managed with great care 
for several months as his myocardium, lungs and liver 
become adjusted to the new circulatory dynamics. 
During this period continued salt restriction, digitalis, 
diuretics and rational restriction of activity are man- 
datory under careful supervision. Even the good-risk 
patient with mitral stenosis who enjoys a brilliant 
early result from valvuloplasty cannot be di 
to his own devices; although some need constant en- 
couragement, others must be warned about overtax- 
ing their convalescing myocardium. The analogy 
can be made to a limb that has been in a cast for 
several months: when it is removed, the muscles 
require retraining and cannot be expected to resume 
full activity immediately. The same precaution ob- 
viously applies to the myocardium of the left ventricle 
that has been splinted from activity by the stenotic 
dam. However, abuse of this muscle has much more 
serious implications. 

Digitalis and Salt Restriction 

In patients in atrial fibrillation in whom reversion 
to normal rhythm is contraindicated (patients with 
persisting clots in the left atrium) digitalization must 
be maintained indefinitely. The same statement is 
true of patients with multivalvular lesions and those 
with Group 4 disease who have had intractable con- 
gestive heart failure. In patients who maintain or are 
reverted to normal sinus rhythm, however, the digitalis 


may be omitted after several months, and salt restric- 


tion relaxed. This should be done only if the patient 
is tolerating a normal ievel of activity satisfactorily, 
and both should be reinstituted if any symptoms ap- 
pear. It must be remembered that progressive im- 
provement after a satisfactory valvuloplasty often con- 
tinues for a year or more but that this improvement 
is almost invariably sustained. 


Physical Activity 

As a general rule the patient is advised to limit his 
activities when either fatigue or dyspnea appears. 
As time progresses his horizon gradually expands 
without his having overtaxed his recuperative powers. 
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Diuretics 


A single dose of a mercurial diuretic is routinely” 
given at the time of the first postoperative visit 
(usually within a month of operation). If there is 
liver enlargement, pleural or alveolar fluid or peripher- 
al edema this is repeated at weekly intervals, with 
ammonium chloride administration when indicated, 
until the patient no longer responds with a significant 
increase in urine volume. In the majority of cases one 
or two doses are all that are required, but in the 
patient with Group 4 disease this program may con- 
tinue for many months. 


Quinidine and Reversion to Normal Rhythm 

Quinidine prophylaxis (1.0 to 1.5 gm. a day in 4 
divided doses) is maintained for six weeks to two 
months in all patients who were in normal rhythm 
before operation so that the period of atrial irritability 
may be safely passed. After this time the inflammatory 
reaction around the atrium can be assumed to have 
subsided. In cases with transient fibrillation after 
operation but with subsequent reversion to normal 
rhythm it is probably safer to continue this dosage for 
four to six months, 

The question whether to attempt reversion of 
chronic fibrillation to normal rhythm after successful 
valvuloplasty is currently being examined. Enough 
experience has been obtained for one to conclude 
that many patients will gain a significant increment 
of exercise tolerance by this means and a good re- 
sult can thus be transformed into a brilliant one. 
Hansen and his co-workers”® have demonstrated by 
cardiac catheterization an increase in cardiac output 
of over 10 per cent after conversion to normal rhythm 
in 9 of 14 patients studied. 

In a similar catheterization study Hecht et al.”* 
found that, on the average, the cardiac output on 
exercise increased, pulmonary ventilation fell and the 
arteriovenous oxygen difference returned toward 
normal after conversion to normal sinus rhythm. 
They concluded that “coordinate contraction of the 
cardiac atria aids in cardiac filling during demand 
periods and that this reserve function is lost in auric 
lar fibrillation.” 

Obviously, the presence of clot in the left atrium 
at the time of operation constitutes a contraindication 
to reversion. At present a past history of embolization 
is not considered a contraindication to reversion if no 
clot has been found at the time of cardiotomy. Ad- 
mittedly, clots could be sequestered in unexplored 
portions of the left atrium, but in this experience sig- 
nificant intra-atrial clot has invariably been associated 


with a thrombus in the appendage. The concomitant 


use of anticoagulants for a week before and during 
reversion seems advisable despite the fact that in 
several large series of cases the rhythm has been re- 
stored to normal without their use and without sig- 
nificant. incidence of embolization. 


| 
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In general this procedure should be reserved for the 
» patient who has had a technically satisfactory valvulo- 
plasty and is free of other significant valvular lesions. 
In some patients an attempt may be made before they 
are discharged from the hospital; it may be better to 
readmit others for reversion after several months of 
convalescence. The dosage schedule is described 
above in the section on quinidine in the immediate 
postoperative care. 


Penicillin Prophylaxis”-* 


After the demonstration that small doses of penicil- 
lin were effective in preventing recurrences of rheu- 
matic fever in children it became routine to place all 
patients with rheumatic valvular disease on oral peni- 
cillin prophylaxis after operation. The dosage em- 
ployed may be varied within wide limits, but the 
regimen that appears most reliable in terms of patient 
co-operation without sacrifice of efficacy is the ad- 
ministration of 200,000 units of penicillin orally once 
a day at least an hour before or three hours after a 
meal. In young patients or those in whom there is 
suspicion or demonstration of rheumatic activity this 
program should extend throughout the year for a 
period of five years. In others protection during the 
months of respiratory infections appears adequate. 
All patients are instructed to take 800,000 units of 
penicillin in 4 divided doses daily on the day before, 
the day of and the day after any dental work or for 
any sore throat or pulmonary or other infections since 
it appears reasonable to assume that the roughened 
valve leaflets are still subject to subacute bacterial 
endocarditis in spite of the improved cardiovascular 
dynamics. 


SUMMARY AND CONCLUSIONS 


This detailed discussion has been presented not to 
alarm the physician who is newly faced with these 
problems and not to impress those already active in 
this field but rather to promote an understanding of 
the complexity of the care of a cardiac surgical patient 
and to present the medical aspects in proper perspec- 
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tive. Indeed, these surgical procedures are improperly 
managed if they are regarded as a “tour de force” in 
which the surgeon merely performs a rapid and dra- 
matic intracardiac maneuver with no regard to de- 
tailed care before and after operation. 

In short, this discussion has attempted to emphasize 
not only the importance of good technical surgery but 
also the far greater complexity of the total care of the 
patient in which the operation per se is only an 
incident. We shall have served our purpose if we 
have called attention to the vital importance of medi- 
cal care before the procedure and for long periods, 
even years, afterwards. 


The views expressed are the synthesis of the th ts and 
contributions ns, noteworthy among whom are 
Drs. C. Sidn Burwell, William S. Derrick, Lewis Dexter 
Laurence B. ene C. E pinger, Harold D. Levine, 
Samuel A. Levine en Francis D. Moore. 
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CARCINOMA OF THE PINNA* 
Paut B. Metcatr, Jr., 
PROVIDENCE, RHODE ISLAND 


(CARCINOMA of the pinna as a disease of surgi- 

cal importance has received little attention in the 
American literature. It represents about 5 per cent 
of all skin cancers,’* 7 per cent of epitheliomas of 
the head and neck** and 25 to 33 per cent of epider- 
moid carcinomas of the head.*® More than half the 


*From the Collis P. Hunti 


Clinic, Massachusetts General Boston. 
fFormerly, graduate auistant in surgery amigned to the Tumor Clini, 


lesions of the pinna are epidermoid carcinomas, and 
of these 8 to 15 per cent metastasize to the regional 
lymph nodes.*-* Surgery,*® irradiation,?* various der- 
matologic technics* and “chemosurgery’”’ are reported 
to have produced three-year “cure rates” of 60.0 to 
82.5 per cent, when estimated according to the method 
of Martin, MacComb and Blady.® The relatively poor 
results of treatment of this readily visible skin cancer 
in an unessential organ have led me to re-examine 
the problem. 


|_| 
nd r conversion with 
A. J. Cardiovascular 
disease before and after 
22 
23 
24 
25) 


MATERIAL 

From 1930 to 1948, 230 previously untreated skin 
cancers of the pinna were seen at the tumor clinics 
of the Collis P. Huntington Memorial Hospital and 
the Massachusetts General Hospital. All were proved 
pathologically, and all received definitive treatment 
at these institutions. One hundred and sixty-six le- 
sions (Table 1) were classified as determinate and 


TasLe 1. Analysis of 230 Primary Carcinomas of the Pinna. 


CLASSIFICATION N 
OF 


Indeterminate (at 3 yr.): 


yr. 


27 
Untraced 37 (16%) 
Total 64 


Considered cured 151 (90.91%) 
Failures 15 
Total “166 
Indeterminate (at 5 yr.): 
Death without disease (3-5 yr.) 27. 
Untraced 7 29 
Total 56 
Determinate (at 5 yr.) 
Considered cured 93 (84.5%) 
Failures 17 
Total 110 


were available for analysis. All patients were seen 
before treatment by a team representing the surgical, 
radiologic and dermatologic services. Follow-up ex- 
aminations were performed at intervals of one to three 
months during the first year and less often thereafter. 
At the end of a three-year period of observation 151, 
or 90.91 per cent, were considered cured. Of these, 
the lesions subsequently recurred in 2 cases, and at 
the end of five years 93, or 84.5 per cent, of the 110 
cases then regarded as determinate were considered 
cured. 


RACE, SEX AND AGE 


The 166 primary lesions were encountered in 154 
patients, all of whom were Caucasian. There were 
134 males and 20 females, The average age at onset 
was sixty-eight and a half years. Age seemed to bear 
no relation to the outcome of treatment, to the pathol- 
ogy of the lesion or to the rate of recurrence or 
metastasis. 

OCCUPATION AND POSSIBLE ETIOLOGIC FACTORS 


In 114 cases, including 8 female patients, there 
were other skin cancers or multiple keratoses. Eighty- 
seven of the males had occupations entailing consider- 
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able exposure to sun and weather. Of these, 20 gave 
a definite history of frostbite of the involved pinnay 
Seventeen gave a history of exposure to possibly car®” 
cinogenic agents. Four other patients reported expo- 
sure to arsenic compounds, in the form of sprays, but 
did not show arsenical dermatoses. One patient with 
arsenical dermatosis and cancer of the pinna had pre- 
viously taken Fowler’s solution. In 7 male patients 
cancer developed at the site of irritation from the 
bows of spectacles. Occupation and possible etiologic 
ment. 


TREATMENT 


The initial treatment of 133 lesions was by some 
ical measure, and there were 8 recurrences 
(Table 2). The type of surgery varied with the extent 
of the disease from simple skin excision in early, small 
lesions, to the usual V excisions in more advanced le- 
sions and amputation of the pinna, with radical 
mastoidectomy and partial parotidectomy, in the ex- 
tremely advanced cases. 

Thirty-three patients received some type of radia- 
tion therapy as their first treatment. In 3 cases, treat- 
ment was palliative only, Of the remaining 30 there 
were recurrences in 18 (Table 2). Many of the ear- 
lier patients received their irradiation in the form of 
exposure to radium, and in these the dosage varied 
from 6 to 25 millicurie hours. X-ray therapy varied 
from 2000 to 7000 r in single or divided doses. After 
irradiation there were 3 cases of massive radionecrosis 
that required extensive plastic reconstruction. Thirty 
per cent of all patients treated by irradiation com- 
plained at some time of troublesome, persistent peri- 
chondritis. 

Taste 2. Treatment and Results after Three Years (Recur- 
rences Pathologically Proved). 


Tyre or THerary No. or Caszs RECURRENCES 


NO. PERCENTAGE 
Initial treatment: 
Surgery 133 8 6.0 
Irradiation 33 21 63.6 
Treatment of local recurrence 
Surgery 30 15 ry 
Irradiation 25 23 


In all, there were 55 pathologically proved local re- 
currences (29 cases) after treatment one or more 
times by surgery or irradiation or both (Table 2). 
Thirty recurrences were treated surgically, and 15 of 
these patients were considered cured three years after 
their last treatment. Twenty-five received irradiation, 
and only 2 were ultimately considered cured. 


PATHOLOGY 


There were 71 basal-cell lesions, with 64 three-year 
cures. In 12 mixed or basosquamous lesions, there 


y, 
92 
| 


et localized (Stage 1). 
“” 15 and 30 mm. in size, with clinical fixation to carti- 
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were 11 three-year cures. Of 83 epidermoid carci- 


. nomas 76 were considered cured at the end of three 


years. According to Broders’s® classification the epi- 
dermoid carcinomas were broken down as follow:: 
Grade 1, 47 cases; Grade 2, 29 cases; Grade 5, 6 
cases; and Grade 4, 1 case. The results of treatment 
were the same for the three main tumor types al- 
though those of higher grade had less satisfactory re- 
sults (Table 3). 

Four epidermoid carcinomas metastasized to the re- 
gional lymph nodes. Of these, 1 was Grade 1, 2 were 
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the concha, Site B of 22 originating along the anterior 
base of the pinna (crus of helix, tragus, intertragal 
area, antitragus and lobule), Site C of 76 of the rim 
of the pinna (helix and anthelix) , and Site D of 45 of 
the posterior surface of the external ear and auriculo- 
mastoid sulcus. Lesions of the external auditory canal 
were not included in this survey because of their well 
know differences in pathology and clinical behavior. 
Basa. ell carcinomas predominated on the posterior 
surface of the ear; elsewhere, epidermoid carcinomas 
were more common. 


Tasre 3. Pathology, Stage of Disease and Results after Three Years. 


Type or CaRcINOMA Stace 1 Stace 2 


Stace 3 TorTaLs Cures METASTASES 
NO. OF NO. OF NO. OF 
CASES CASES CASES 
Epidermoid: 
Grade 1 33 10 4 47 4 
Grade 2 16 11 2 29 27 
Grade 3 3 1 2 6 5 
Grade 4 0 1 0 1 0 
Totals 52 23 8 83 76 (91.6%) “4 (4.8%) 
i 8 3 1 12 11 (91.7 2 (16.7 
ell 35 30 6 71 64 (50193 0 
Totals 95 56 6 166 151 (90.9%) 6 
92 (96. 49 (87.5% 10 151 
Metastases* 1 4 1 12} 6 ) 1 (16.7%) 
*Exclusive of basal-cell lesions. 


Grade 2, and 1 Grade 4. Two basosquamous carci- 
nomas metastasized to the regional lymph nodes. One 
cure resulted from a regional-lymph-node dissection, 
and 3 failures followed irradiation of metastases. In 2 
other cases the metastases were not treated. 


STAGE OF DISEASE, DURATION AND SIZE 


The mean duration before treatment was ten 
months, The average size of the lesion at the time of 
treatment was 16 mm. For purposes of analysis the 
lesions were further classified according to three stages 
of extent (Table 3). Ninety-five were less than 15 
mm. in size and clinically did not exhibit fixation 
to the underlying cartilage. These were considered 
There were 56 lesions between 


lage. These were regarded as exhibiting invasiveness 
(Stage 2). Fifteen lesions were greater than 30 mm. 
in size, involved multiple areas of the pinna or actu- 
ally invaded cartilage. These were believed to be ad- 
vanced (Stage 3). Three Stage 1 lesions were con- 
sidered local failures, as were 3 Stage 2 and 4 Stage 3 
lesions. Four failures were due to metastasis in Stage 
2, and 1 to metastasis in Stage 3. 


SITE OF ORIGIN 


Certain specific sites of origin that presented simi- 
lar problems in treatment were grouped together 
(Fig. 1). Site A consisted of 23 lesions originating in 


The more central lesions (Sites A and B) tended to 
be more advanced, and to have higher rates of me- 
tastasis, recurrence and ultimate failure (Table 4). 
There were 12 failures among the 45 lesions in Sites 
A and B, as compared with 5 among the 121 lesions 
in Sites C and D. 


SECONDARY CASES 


In the same period 25 lesions unsuccessfully treated 
elsewhere were seen (‘Table 5). This group comprised 


SITE 16 
(SITE B 22] HELIX 
4 CRUS 15 
8 TRAGUS 
yy SITE A 23 

J ANTITRAGUS 23 
J LOBULE 

ITED 45 

24 POSTERIOR SURFACE 

2/ SULCUS 


Ficure 1. Four Sites of Origin of Carcinomas of the Pinna. 


16 three-year cures, including 2 patients whose metas- 
tases were extirpated by regional-lymph-node dissec- 
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tion, and 9 failures, of which 3 were due to metastases 
and 6 to local recurrences. Table 5 shows the distri- 
bution according to stage and site of origin. Nineteen 
lesions were treated primarily by surgery. Seventeen 
were cured locally, although 2 of these were con- 
sidered failures after unsuccessful irradiation of re- 
gional metastases. Six were treated, initially, by ir- 
radiation, and of these, 5 were local failures. Thirteen 
lesions were epidermoid carcinomas—7 Grade 1, 3 
Grade 2, 2 Grade 3, and 1 Grade 4. There were 11 
basal-cell lesions, and 1 basosquamous carcinoma. 


DISCUSSION 


The interpretation of the information outlined 
above will be of most benefit if emphasis is placed on 
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appear to be relatively ineffective. Irradiation pro- 
duces a high proportion of early tissue changes in the, 
form of troublesome perichondritis, as well as a sig-,... 
nificant number of late skin-changes. Such damaged 
skin in this overt site is prone to minor trauma and 
further actinic and thermal exposure, with the pos- 
sible consequences of serious radionecrosis, 

Five patients with local failures had apparently re- 
ceived adequate initial treatment in the form of sur- 
gery. Although this group was slightly more advanced 
than the series in general the striking common factor 
was the site of origin. Four of the lesions originated 
in the concha (Site A) or along the anterior base of 
the pinna (Site B). These local failures are attrib- 
uted to the fact that, in this situation, early spread, 


TaBLe 4. Site of Origin, Pathology, Stage and Result after Three Years. 


Factor Sire A Srrz B Srmz C Sire D 
NO. OF CASES NO, OF CASES NO. OF CASES NO. OF CASES 
Type of lesion: 
Epidermoid 1 il 45 15 
1 3 1 
Basal cell 10 10 29 
Totals 23 22 76 45 
Stage 
10 53 
i 
Totals 23 22 6 45 
Cures 18 (78.3%) 16 (72.7%) 75 (98.7%) 42 (93.3%) 
Metastases* 2 (15.4%) 2 (16.7%) 1 (1.9%) 1 ( 6.3%)+t 
*Exclusive of basal-cell lesions. 
¢Patient cured. 


analysis of the failures. Of the 15 failures in the pri- 
mary cases after three years, 4 were due to metastases 
alone, and 11 to local recurrences. 

None of the patients with failures because of me- 
tastases alone had received adequate therapy in the 
form of regional-lymph-node dissection. There were 
no cases of widespread metastases, and the nodes in- 
volved were few. Lesions on the anterior surface of 
the pinna metastasized to the preauricular, subparotid, 
and upper internal jugular lymph nodes. Those 
on the posterior surface also involved the upper later- 
al cervical chain. Most of the failures could have 
been salvaged by regional-lymph-node dissection in- 
cluding the preauricular, subparotid and at least the 
upper internal jugular chain, together with dissection 
of the posterior cervical triangle in posterior lesions. 

At present, in the Tumor Clinic of the Massachu- 
setts General Hospital irradiation is not regarded as 
the treatment of choice. In the 6 local failures, in 
which the initial therapy was irradiation, the treat- 
ment is considered to have been inadequate. Not only 
are low dosages of radium or x-rays (as in several ear- 
lier cases) without value but also adequate dosages 


which probably occurs subcutaneously along both sur- 
faces of the external auditory meatus, deeply into the 
external auditory canal and into the parotid gland, is 
not easily detected clinically, and may not be identi- 
fied at operation. Even if they recognize this exten- 
sion most surgeons may rightly be hesitant to under- 
take, under local anesthesia, the major maneuvers 
necessary in dealing with these structures, or may not . 
feel familiar with this type of surgery, with the result ..~ 
that excision may be inadequate. Lesions of the con- 
cha and of the anterior base of the pinna should 
therefore be handled with close attention to the pos- 
sibility of concealed spread. Operation should be care- 
fully planned, with recognition of the possible need 
for general anesthesia and for dealing with the surgi- 
cal problems concerning the external auditory canal 
and the parotid gland—namely, the partial ablation 
of these structures. 


CONCLUSIONS 
Skin cancer of the pinna is principally a disease of 
elderly men who have had considerable exposure to 
sun and weather. 


| 

| 


Vol. 251 No. 3 


Surgery is the treatment of choice for the local le- 
sion, for any local recurrences and for any suspected 
regional metastases. 

Lesions involving the concha and anterior base of 
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2. Driver, J. R., and Cole, H. N. Treatment of epithelioma of skin 
of ear. J. Roentgenol. 48:66-73, 1942. 
3. Elliot, J. A., and Welton, D. G. Epithelioma: report 1742 
Arch. Dermat. Syph. $3:307-332, 1946. 
f face: clinical and statistical study of 


4. de Cho , T.. Cancer o : 
nn. Surg. 122:88-101, 1945. 


1062 cases. 


Tasie 5. Sites of Origin of Secondary Lesions, with Stage and Three-Year Results. 


Status or Lesion Srrze A Srre B Srrz C D Torats Cunzs 
NO. OF NO. OF NO. OF NO. OF 
CASES CASES CASES CASES 
Stage 1 0 1 1 2 4 4(100, 
Totals 4 8 6 7 25 16( 64.09%) 
Cure 1(25.0%) 3(37.5%) 5(83.3%) 7(100.0%) 16(64.0%) 
Metastasis* 2(33.3%) 0( 0.0%) 1(25.0%) 1( 20.0%) +(28.6%) 2( 50.0%) 
*Exclusive of basal-cell lesions. 


the pinna warrant especial care in evaluation and 
treatment. 

The reported rates of three-year and five-year cures 
in this disease seem unnecessarily low. 
223 Thayer Street 


r, G 
m 


A. C. Epithelioma of : study of 63 cases. S. Clin. 
merica 1:1401, 1921. 


. E. .S., UV. 
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VOLVULUS OF THE GALL BLADDER ASSOCIATED WITH ACUTE 
MYOCARDIAL INFARCTION* 


Report of a Case and Review of the Literature 
Ricuarp M. Marks, M.D.,} Cuartes G. SHepp, M.D.,t anp ALLEN W. Locke, M.D.§ 


BEVERLY HILLS, CALIFORNIA, AND BROOKLINE AND WELLESLEY, MASSACHUSETTS 


SP atbearsate of the gall bladder is rare enough to 
be noteworthy. Owing to the diagnostic difficulties 
presented when it was associated with acute myo- 
cardial infarction, we consider the following case of 
general interest. 


CASE REPORT 


Mrs. M. M. (N.-W.H. 53-8390), a 79-year-old widow 
was admitted to the hospital with the chief complaints of 
vomiting, ue in the anterior aspect of the chest and right- 
nt pain of about 6 hours’ duration. 

e history of the promt illness dated back many years. 
She had placed herself on severe dietary restrictions use 
most f caused eructation and severe indigestion, for 
which she obtained some relief by taking a large amount 
of alkali. She had had similar right-upper-q t pain 
on a few occasions in the past 5 or 6 months, but there had 
been no vomiting. These episodes had not been relieved by 
alkali. She had never noticed jaundice or acholic stools. 
An alcoholic intake was denied. 

years. e symptoms elicited com 
pain and a chronic cough but no ankle edema, orthopnea, 


*From the surgical and medical services, Newton-Wellesley Hospital. 
tFormerly, resident in surgery, Newton-Wellesley Hospital. 
fAssociate surgeon, Newton-Wellesley Hospital. 

§Physician, Newton-Wellesley Hospital. 


heart trouble for 
ial chest 


palpitation, dyspnea or classic anginal radiation of pain. The 
Pewee pain, however, was relieved by nitroglycerin. There 
was no history of rheumatic fever. ; 
The family history was of interest in that the patient's 
mother had apparently died of gall-bladder disease. 
Physical examination revealed an acutely ill woman who 
was oriented and tive. The skin was pale but not 
icteric or cyanotic. e chest was clear to percussion and 
auscultation, and the heart was not clinically enlarged. 
egular rhythm; 


There was a r 


present, The abdomen was protuberant. The liver and 
spleen were not palpable, and only 1 observer palpated a 


mass in the right upper quadrant. There was acute ten- 
derness and guarding on palpation over the entire abdomen 
but much more so, with associated spasm, in the right upper 
quadrant, where rebound pain was referred. Peristalsis was 
normal. Rectal examination was negative. 

The temperature was 97°F. by mouth, the poe 80, and 
the respirations 20. The blood pressure was 180/70. — 

The urine was cloudy yellow, with a specific gravity of 
1.022, pH of 4.5, a + + test for albumin and a + + + + 
test for sugar (during an infusion of 5 per cent dextrose in 
were) but a negative test for acetone; the sediment con- 
tained 0-1 white cells per high- field, with no red cells. 
The sample was crowded with bacteria. Examination of 
the blood disclosed a hemoglobin of 12.1 gm. per 100 cc., a 
hematocrit of 40 per cent and a white-cell count of 7400 
with 87 per cent neutrophils, 13 per cent lymphocytes and 

te 


normal lets and morphology. The icteric index was 6 
units, serum bilirubi was. 0.2 100 
0.3 mg. per 100 cc. indirect, and 0.1 mg. per 100 cc., 


5. 
6. 
7. 
8. Broders 
REFERENCES North 
1. Magnusson, A. H. W. Skin cancer: clinical study with ial 9 
reference to radiuin treatment. dete Radial. Supp. 22:1-267, 1033. 
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prompt. The carbon dioxide was 23.5 milliequiv. per liter. 
A plain film of the abdomen and a chest film were normal. 
An electrocardiogram was reported as probably abnormal 
and suggestive of an early or fresh myocardial infarction. 
There were sm waves in Leads 1, aVL and V; to Ve 
(variable in Lead Vs), with ST-segment elevation in the 
same leads. There was a tiny R wave in Lead V2. 
The initial diagnosis was acute cholecystitis and 
angina pectoris due to hypertensive arteriosclerotic heart 
disease. Because of the absence of satisfactory evidence of 
an acute inflammatory proces and since the patient was 
afebrile considerable weight was placed on the suggestive elec- 
trocardiographic findings. She was given sedatives and peni- 
cillin in the hope that the diagnosis would define itself. Her 
condition was unchanged on the day of admission, and that 
night the white-cell count was only 11,400 
cent neutrophils, 9 per cent lymphocytes 
monocytes. She remained afebrile. 
On the morning of the day after admission the white-cell 
count had risen to 13,200, with 86 per cent neutrophils and 
14 per cent lymphocytes. She continued afebrile, and an 
electr iogram demonstrated a progression of the electric 
changes suggestive of an acute anterior myocardial infarction. 
There were deeply inverted T waves in Leads 1, 2, aVL, and 
V. to Ve. The abdominal findings on physical examination 
remained unchanged. There were no _ of congestion on 
auscultation of the chest. Until about 5 p.m. the patient’s 


1 per 
cent monocytes. 

The possibility of 2 concurrent diseases could no longer be 
ignored. In view of the acute change perforation of the gall 
bladder and an associated chemical peritonitis were consid- 
ered possible. The patient was taken to the operating room 
for a pro chelewsuaaiay under local anesthesia. 

When the peritoneum was opened a globular, purple-black 
mass about 7.0 cm. in diameter was found twisted into the 
wound in a clockwise manner for about 180°. e mass 
was a gall bladder twisted and anchored only at the liver 
edge, its normal position in the liver bed being occupied 
by a long cystic duct, which extended from the twist at the 
liver edge to the common duct. No stones were palpated in 
the cystic or common duct, neither of which was dilated. 
The gall bladder was simply amputated at the liver edge, 
and a straight urethral catheter sewn into the cystic duct 
for drainage. A cigarette drain was hong in Morrison’s 

ch for drainage at the angle of the wound. The ab- 
en was cl in layers. 


Leads aVL, « and Vs. The T waves had 
changed to upright in Leads 1 and aVL but low in Leads 3 
and aVF. ere were no changes in the R waves of the 
chest leads. 4 

The patient’s condition deteriorated ra . The 
became thready, irr: 5 te stimulants 
and nor-epinephrine she died in the early hours of the 5th 
day in the hospital. ; 

The pathological diagnosis of the 


ical specimen was 
infarct necrosis of the gall bladder and i 


c cholecystitis. 
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No stones were present. The significant findings of the post- 
mortem examination were limited to the heart and lun 
There was a massive infarction of the left anterior m 

wall and changes of congestive heart failure in the lungs. 


REVIEW OF THE LITERATURE 


Volvulus or torsion of the gall bladder has been 
recognized since 1898, when Wendel‘ described the 
first case. Since then there have been many reports. 
In 1934 Short and Paul? described the condition and 
seemingly defined it as a clinical entity. Gross,’ in 
1936, discussed the anomalies of the gall bladder and 
reviewed 50 cases of torsion occurring between 1908 
and 1933. Nine years later Leger et al.‘ collected 91 
cases and added 3 of their own. Husband and 
Schmitt,® in the same year, listed 80 cases chronologi- 
cally. Most of the earlier descriptions appeared in the 
foreign literature. These lists do not entirely overlap. 
We have collected 28 reports since 1945, making the 
total number of cases reported approach 130, 

The disease is certainly not a clear-cut entity and 
has only been diagnosed at the time of operation for an 
acute condition of the abdomen. 

The age of patients has varied from five (Cuervo’s 
patient, referred to by Leger et al.‘) to ninety-three 
years,® the ratio of females to males being about 3:1. 
The age group most often affected is that over sixty. 
There may not be a previous history consistent with 
cholecystopathy. When one has decided that the pa- 
tient has a surgical condition of the abdomen the diag- 
nosis of acute gall-bladder disease is likely to be ob- 
scured by the fact that the appearance is not that of 
the typical “gall-bladder prototype.” Throughout the 
literature patients are described as visceroptotic and 
asthenic. The onset of symptoms is usually acute and 
unheralded. The patient is not typically “toxic” but 
is in acute distress. Jaundice is the exception. The 
abdomen varies from boardlike to soft. Ileus is not 
common. The finding of a mass, which is not the 
rule, has been reported in the right upper quadrant, 
in the right flank’ or over the pelvic brim.®® The 
patients do not usually have stones visible on x-ray 
study or in the specimen. There is no hyperpyrexia, 
and the white-cell count is not excessively high. In 
the case reported above, it did not vary appreciably. 


The various preoperative diagnoses have been acute” 


and subacute cholecystitis,"° empyema of the gall 
bladder,’ perforated peptic obstructing 
tumor of the intestine,* retroperitoneal tumor,’ twisted 
ovarian cyst® and appendicitis'*-!* or appendiceal ab- 
scess.* A further complication in the diagnosis before 
operation is reported in a case of coexisting acute ap- 
pendicitis®; acute myocardial infarction was present 
in the case reported above. 

Perforation had only been mentioned in 2 accounts 
up to 1945,° and none had described large omental 
masses or dense adhesions about the gall bladder, as 
one might expect if the process had been associated 
with typical acute cholecystitis. Therefore, all the cases 
can apparently be immediately remedied by cholecys- 


| 
condition was static. Laboratory examination in addition 
showed a serum amylase under 80 units per 100 cc., a pro- 
thrombin time of 100 per cent and a nonprotein nitrogen of 
29 mg. and a fasting blood sugar of 120 mg. per 100 cc. In 
the early evening of that day, however, she became acutely 
disoriented and stuporous, and the abdomen was more pro- 
tuberant. Bowel sounds were absent. The only response 
was that of wincing on palpation of the right upper quad- 
rant. X-ray examination at that time revealed only minor 
congestive changes in the lung fields. The abdominal film 
remained normal. The white-cell count was 11,700, with 
| 
After operation chlortetracycline was given intravenously, 
and administration continued daily thereafter. The patient 
| was maintained on oxygen and intravenous infusions of ie 
fluids. Her comatose condition remained unchanged: 
An electrocardiogram on the day after operation showed 
‘striking changes, which were confined to the chest leads. 
The R waves were absent in Leads V; and V3 and tiny in 
Leads V; and Vs. The QRS complex in Lead V,. was M- 
: shaped. The ST gush was elevated in Leads Vs to Ve, and 
the deeply inverted T waves of the DP scvthe ig tracing had be- 
come diphasic, possibly owing to electrode placing. A day 
later, on the age | before death, the tracings demonstrated 
further changes. The ST ent had become slightly ele- 
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tectomy, which is indeed only an amputation of a free- 
. floating vesicle in most cases. 

The mechanism of the twist has been given atten- 
tion. If it is clockwise it is thought to be due to the 
motion of the pylorus and duodenum, and, if it is 
counterclockwise, to peristalsis of the transverse co- 
lon.”” In either event volvulus cannot occur unless 
the vesicle is suspended from the liver edge, from the 
gall-bladder bed by a long mesentery or from the 
common duct; all these situations have been described. 
Short and Paul? also note the possibility of torsion of 
only the distal portion of the gall bladder, which may 
hang free and twist to form an hourglass. They 
mention 3 cases. Torsion of one limb of a Y-shaped, 
double gall bladder has been reported.’® 

Gross* believes that the reason the volvulus does 
not cause symptoms sooner in life may be the disap- 
pearance of the supporting fat from the surrounding 
viscera with age. Atrophy of the tissues allows greater 
ptosis, and the possibility of torsion is enhanced. 

Of the 21 cases in 18 reports reviewed, which were 
among the 28 articles that have appeared since 1944, 
there were 14 females and 7 males. Among the cases 
were those of Forty,’® Haines and Kane,” St. John 
and Burns”! and Lind.** Fifteen patients recovered; 
3 died, and the fate of the remaining 3 is not recorded. 
Cholelithiasis was present in 8, absent in 9 and not 
mentioned in 4. The average age was sixty-nine years. 
A mortality of about 16 per cent is the figure usually 
cited. 

The cardiac problem is, of course, not related to 
the congenital anomaly permitting torsion, but the 
relation between anginal symptoms and abdominal 
complaints certainly caused our confusion. In a paper 
on cardiac improvement after gall-bladder surgery 
Fitz-Hugh and Wolferth*® make the pertinent remark 
that “an attack of angina pectoris or acute coronary 
occlusion may so closely mimic acute calcareous ob- 
struction of the biliary tract, or some other more 
surgically imperative catastrophe in this region, that 
the surgeon may be disastrously tricked into operat- 
ing.” On the other hand Barker et al.”* point up the 
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reverse of the same problem: they present 2 cases of 
gall-bladder disease and 1 of perforated peptic ulcer 
that had erroneously been called coronary-artery dis- 
ease. 


SUMMARY 


A case of volvulus of the gall bladder in association 
with acute myocardial infarction is reported. 

The diagnostic problems are considered, and a re- 
view of the available literature Since 1945 is presented. 


The generous assistance of Mrs. Muriel DePopolo, librar- 
ian of the Newton-Wellesley Hospital, is acknowledged. 
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MEDICAL PROGRESS 


MYASTHENIA GRAVIS 
Henry R. Viets, M.D.* 


BOSTON 


A. REVIEW of myasthenia gravis was published 
in the Journal’ in 1951, to bring the survey of the 
published reports up to the midyear. The present 
paper continues the survey of the subject to the close 
of 1953, for the most part covering a period of about 
two and a half years. Although practically every 


Medical School 
Gus 


man, Medical 


paper printed during that time has been scrutinized, 
only part of the literature is included in the references 
here discussed. Papers of minor interest, single case 
reports of minimal value and a few reviews have been 
omitted. It is hoped that no paper of importance 
has been missed. A few technical essays were pur- 
posely omitted, as not coming within the scope of the 
review, which is primarily aimed to cover the clinical 
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progress of knowledge of the disease as recorded in 
the current medical literature. 


CHILDHOOD AND INFANCY 


The disease is now recognized as occurring in in- 
fancy and childhood. Wyllie and his associates’ de- 
scribed 4 patients with the first symptoms occurring 
between three and a half and ten years. The first 
child, aged three years and eight months, had symp- 
toms within six weeks*of an attack of tonsillitis. Re- 
mission without treatment was followed by relapse 
in an intermittent manner over a period of five years, 
when the diagnosis was first made and neostigmine 
given by mouth. Six months later she survived an 
attack of pneumonia and subsequently had a remis- 
sion, only to relapse in a year and die of respiratory 
failure. Seven years of observation and treatment, 
with 7 hospital admissions during this period, did 
not suffice to save this patient’s life. This is a good 
example of the severe type of myasthenia gravis, pro- 
gressing by remission and relapse, difficult to control 
and with a grave prognosis. Would thymectomy have 
been helpful? At autopsy the thymus was “normal,” 
without germinal centers, but such an appearance 
does not preclude the possibility of provoking a re- 
mission by surgical removal. 

Three of the 4 patients discussed by Wyllie, Bodian 
and Burrows? were operated on for the removal of 
the thymus. There were no immediate deaths, but 
1 child died in a sudden relapse after a stormy con- 
valescence four months after operation. In this pa- 
tient the gland removed at operation showed no in- 
volution but did exhibit medullary foci simulating 
germinal centers. At autopsy further thymus tissue 
was found, showing obliteration of the corticomedul- 
lary pattern. This was thought to represent rapid 
regeneration of hyperplastic glandular tissue four 
months after partial thymectomy, and possibly to in- 
dicate also that the thymic changes were secondary 
to myasthenia. In contrast the thymus glands re- 
moved at autopsy from an unselected series of 100 
children showed involutionary changes of varying 
degrees in more than 80 per cent. Lymphoid hyper- 
plasia without germinal-center formation was found 
in only 5 per cent. Of the other 2 children on whom 
thymectomy was performed 1 was in good health six 
years after operation, maintained on 15 to 30 mg. 
of neostigmine by mouth daily. The other child was 
free from symptoms one year after operation. | 


Congenital Myasthenia Gravis 

Mackay® reported on a patient, the firstborn of 
binovular twin girls as the result of the first pregnancy 
of a nonmyasthenic mother. The second child was 
normal, but the first had difficulty in feeding from 
infancy. Ptosis, diplopia, facial weakness and other 
symptoms developed but so slowly that the diagnosis 
was not made definitely until the patient was over 
seven years of age. The response to the Viets-Schwab 


July 15, 1954 


diagnostic test was positive. The child was well main- 
tained on 12 mg. of neostigmine bromide (not methyl" 
sulfate) by mouth a day. This is the fourth case re-" 
ported, the previous cases having been noted in 1951.7 

A fifth patient, described by Walker,* was a girl two 
months old, born of a nonmyasthenic mother. The 
patient responded rapidly to neostigmine and was 
finally regulated on 7.5 mg. every eight hours. This 
proved to be excessive and was modified to 5 mg. At 
eight months the child was getting along fairly well. 
If she does not do well radiation, possibly followed 
by thymectomy, should be given consideration. 


Neonatal or Transitory Myasthenia 


McKeever’ reports another case of transitory myas- 
thenia in a child born of a myasthenic mother. Symp- 
toms were not noted at birth but were well marked 
at the end of twenty-two hours. The response to 
neostigmine was prompt, and medication was discon- 
tinued at the end of fifteen days. The child was well 
at four months. The author states that no case of 
myasthenia gravis in infancy had been observed be- 
fore the introduction of neostigmine in 1934, Keynes® 
found only 1 case of transitory myasthenia in 27 new- 
born children, the infant becoming normal in four 
weeks; 25 were normal babies, including 1 pair of 
twins. One pregnancy terminated in a 
Gans and Forsdick’ added the thirteenth case to be 
reported. They believe that “infants showing transient 
neonatal myasthenia are essentially normal, that they 
receive a curare-like substance from their myasthenic 
mothers via a defective placenta, and that their myas- 
thenia disappears, never to return, when this sub- 
stance has been destroyed.” With this point of view 
most observers are now in accord, the practical point 
being that, without immediate recognition at birth, 
the newborn infant, if not, treated with neostigmine 
promptly, may die. A similar case was presented by 
Kilbrick.* Some infants may survive with only small 
doses of neostigmine, if provided with expert nursing 
care as in the case reported by LeRiche and Rosevear.® 


DIAGNOSIS 


Dundee and Gray’ found evidence that patients * 


with myasthenia are sensitive to d-tubocurarine chlo- 
ride and gallamine triethiodide by “competition block” 
at the motor end-plate, while decamethonium, on the 
other hand, acts in the same region by depolarization. 
Respiration was completely stopped by 0.5 mg. of 
d-tubocurarine chloride in a myasthenic patient await- 
ing thymectomy. Voluntary respiration could not be 
carried out until the patient was revived by 1.3 mg. 
of atropine and 5.0 mg. of neostigmine. Nine days 
after thymectomy respiration was only slightly de- 
pressed by the same dose of d-tubocurarine, and the 
response to neostigmine and atropine was minimal. 
The respiratory changes noted after the use of dec- 
amethonium in doses of 0.1 to 0.5 mg. were within 
the limits of normality. 
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The test, a valid one although somewhat danger- 
ous to carry out, is of considerable use in estimating 
the response to thymectomy, but usually the patient 
quickly senses improvement when it occurs, and 
promptly dispenses with neostigmine. If there is any 
doubt about the diagnosis before operation tests of 
this type, when indicated, are justified. The slight 
or negative effect of decamethonium may be due, as 
noted by Churchill-Davidson and Richardson,” either 
to the destruction of the compound before it is able 
to act on the muscle fibers or to an inherent resistance 
of the end-plate of myasthenic muscle fibers to its 
action. The drug appears to have little value in 
either diagnosis or treatment of myasthenia gravis. 

Of somewhat more practical value in diagnosis is 
the response to edrophonium chloride (Tensilon) as 
evaluated by Osserman and Kaplan.” By intravenous 
injection 10 mg. (1 cc.) of the drug was given. If a 
decisive result was not obtained after thirty to sixty 
minutes the test was repeated with 15 to 20 mg. The 
response was rapid and usually complete, lasting five 
to thirty minutes. There were no hazardous or un- 
comfortable side effects. Similar results were reported 
by Westerberg, Magee and Shideman™ in a prior 
publication. The chief value of Tensilon as a diag- 
nostic agent may rest on its effect in myasthenia gravis 
regardless of the presence or absence of premedication 
with atropine, neostigmine, tetraethyl pyrophosphate, 
ephedrine or potassium salts. 

The intra-arterial injection of neostigmine as a 
diagnostic test has been recommended in the past, 
and the method has even found its way into textbooks. 
Hutchinson and Matthews" observed that when a 
dose of 1.0 mg. to 1.5 mg. was injected in patients 
who had muscular weakness of the arm on the same 
side as the brachial artery used for the test, the in- 
crease in grip was rapid. In patients whose muscular 
weakness was not in the injected arm the strength 
of grip was greatly reduced, and the muscles below the 
point of injection went into course fasciculation, These 
changes never occurred in the muscles that were af- 
fected by the disease. It was believed that the test 


was of value only under these restricted conditions, . 


and, therefore, intra-arterial injection as a diagnostic 
_ procedure appeared to be of extremely limited value. 

Botelho, Deaterly and Comroe*® took electromyo- 
grams of the orbicularis oculi muscle, using the ap- 
paratus of Harvey and Masland (1941), in 4 patients 
and found a progressive decrease in amplitude of 
successive summated action potentials on repetitive 
stimulation of the motor nerve. These observations 
confirm the impression that the facial muscles are 
involved early in the disease and frequently more 
severely than most other muscle groups. Although re- 
quiring an elaborate tecnnic the test is most reliable 
in making an early and positive diagnosis. It can- 
not, however, be used clinically except under excep- 
tional conditions. 
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THYMIC TUMORS AND THEIR LOCATION 
Benign Tumors 


Fulghum"® reported the removal of a large, benign, 
congenital, cystic tumor from the anterior medias- 
tinum in a man in whom symptoms of myasthenia had 
developed in about four months at the age of fifty- 
six. The exact origin of the cyst could not be stated, 
but it was not dissimilar to the tumor of the thymus 
found in Blalock’s original case in 1939. The patient 
had not received radiation before operation. The 
relation of tumors of this type to myasthenia is not 
clear. The postoperative remission, which was prompt 
and complete, could, according to the author, have 
been coincidental. According to a personal report 
from the author there was no recurrence of the tumor 
over six years after operation, but the myasthenia had 
gradually increased. 

Ringertz’’ examined the thymus glands in 27 cases, 
9 being those of patients surviving thymectomy, 10 
patients who died after thymectomy, and 8 post-mor- 
tem cases. Thymomas were found in 9 cases, hyper- 
plasia in 3, and retarded involution in 9; 6 appeared 
normal. Other endocrine glands, except the thyroid, 
did not present any obvious abnormalities: 5 cases 
gave evidence of pathological changes in the thyroid 
gland. Lymphorrhages were found in skeletal muscles 
in nearly two thirds of the 27 cases examined. As 
in the series described by Castleman and Norris 
little agreement emerged between the thymic status 
and the duration and severity of the disease. The 
disease, however, was most progressive in a group of 
young patients with hyperplastic thymus and on the 
average most tardy in the cases with high-grade in- 
volution. The-material collected from three hospitals 
in Sweden is clearly presented, with tables giving the 
clinical course of all cases. The author points out the 
difficulty in correlating the changes in the thymus 
with the clinical state of myasthenia gravis, In his 
series nearly 80 per cent of the cases of myasthenia 
gravis showed thymic alteration, but other cases, some 
of longstanding and severe myasthenia, demonstrated 


_no morphologic thymus change. Thymic alterations 


may occur, moreover, independently of the disease, 
and true thymoma, not associated with myasthenia, 
has frequently been reported. Although other endo- 
crine structures do not appear to be involved, the 
thyroid changes found by Ringertz (nodular goiter, 
Graves disease or lymphadenoid goiter) indicated a 
reciprocal hormonal influence between the two glands. 


Malignant Thymomas 

Cases with local extensions and metastases confined 
to the limits of the thoracic cage continue to be re- 
ported. Levine,*® Thévenard and his associates,’® and 
Derow, Schlesinger and Persky”® report tumors of this 
type. Fershtand and Shaw”? observed a patient, twen- 
ty-seven years of age, without signs of myasthenia but 
with a mediastinal mass as disclosed by x-ray examina- | 
tion. At operation a large, calcified tumor was found, 


100 


which could not be entirely removed. It proved to 
be a malignant thymoma. On the second postopera- 
tive day, the patient gave signs of myasthenia, con- 
trolled by neostigmine, only to survive the operation 
for eighteen months, dying of cardiac failure. The 
pericardium was replaced by a tumor, which had in- 
vaded the wall of the ventricle. The value of early 
and complete removal of tumors of the thymus is 
emphasized in view of the fatal course pursued by 
tumors of this type. 

Thymomas may be located ectopically as in the 
case encountered by McBurney, Clagett and McDon- 
ald.?2_ Grossly and histologically identical with thy- 
moma, the tumor was found in the parenchyma of 
the right middle lobe of the lung and was successfully 
removed. The patient, a woman sixty-five years of 
age, had had symptoms of myasthenia for only a few 
months. No tumor was found in the anterior medias- 
tinum, either at operation or at autopsy two months 
later. The authors believe that, in patients with 
myasthenia undergoing a negative exploration of the 
mediastinum, the possibility of ectopic tumors should 
be kept in mind. This case should be contrasted with 
that reported by Derow, Schlesinger and Persky,?° 
in which the intrapulmonary thymoma appears to 
have been secondary to a primary tumor arising in 
the thymus. 


Intrapleural Thymus 

The thymus, although usually situated in the an- 
terior mediastinum, may descend into the intrapleural 
space. A tumor in this area was discovered by Peller 
and Barrie** in a forty-six-year-old man who had had 
symptoms of myasthenia only three months. He died 
suddenly. At autopsy the tumor, consisting of a uni- 
form, benign-hyperplasia only, lay i in the right pleural 
cavity suspended from the superior mediastinum by 
a tubular reflection of parietal pleura. 


RESULTS OF THYMECTOMY 


Ross** analyzed the results of thymectomy in 100 
consecutive patients operated on by Keynes, omitting 


all patients with thymoma. Seven patients had died, ° 


1 of myasthenia gravis, leaving 93 for evaluation. 
The average postoperative period was four and a half 
years. Forty-one patients needed no treatment at the 
time of evaluation, being in complete remission; 26 
had slight or inconstant symptoms and were able to 
work without limitations. Thus, 67 patients, omitting 
those with thymic tumors, were markedly benefited 
by the operation. Another 20 patients were less fa- 
vorably affected, although slightly improved; 6 were 
unchanged or worse. The age at onset of the myas- 
thenia did not appear to be a significant factor in the 
results, but patients who had had the disease for the 
shortest time before operation showed the most im- 
provement. Seen by three observers, who expressed 
unanimous opinions, the patients were graded A, B, 
C and D, A indicating complete remission. Of the 
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100 patients 73 were female, and 27 male. The mean 
age at onset was thirty-one years, and ages ranged’ 
from the first to the sixth decade. In Group A (thosé”” 
that benefited most) the mean preoperative duration 
was only two and a half years; in B, C and D, the 
durations were seven years or more. These statistics, 
carefully compiled, present a strong argument for 
thymectomy. The figures were compared with equiv- 
alent percentages from 3 series of patients treated 
by medical means alone; Classes A and B were smaller, 
and the proportion of deaths from myasthenia gravis 
was much higher than that in the thymectomized 
patients. 

Brea and his associates*® in Buenos Aires reported 
on the results of 24 thymectomies, 20 in females and 
4 in males, the patients ranging in age from thirteen 
to sixty years. Two patients died, an operative mor- 
tality of 8.3 per cent, or about the same average as in 
other series. Three patients had thymomas. Eighteen 
of 19 who could be evaluated showed excellent or 
good remissions. This is one of the best series so far 
reported, with a high degree of recovery, including 7 
patients in complete remission, The majority of the 
patients were examined by Goji, and others by Lanari. 

Schwab and Leland,” using the 78 patients operat- 
ed on at the Massachusetts General Hospital and in- 
corporating those described by Viets in 1950 and by 
Schwab and Passouant’ in 1952, found 63 per cent 
of the females but only 24 per cent of the males either 
in complete remission or significantly improved. The 
opposite was true in the cases treated medically: 34 
per cent of the females but 56 per cent of the males 
were in the AB group. Patients with thymomas were, 
with a few exceptions, not benefited by the operation. 
Females under thirty years of age responded best to 
thymectomy, and in this group, if thymoma was not 
present, the expectation of a provoked remission was 
fulfilled. In men over thirty the operation appeared 
to be contraindicated, but the group of 25 cases was 
considered too small to warrant dogmatic conclusions. 

Grob” reported 44 cases of thymectomy in his clinic 
of 202 patients. There were 19 males and 25 females, 
subjected to the operation two to twelve (average of 

six) years before evaluation. About a third were op- s 
erated on during the first year of the illness. Their ~ 
average age was thirty-three. Approximately the same - 
proportion of patients died in each group, those op- 
erated on and those who were not, and the proportion 
of patients who had remissions was also similar. The 
course of the patients who had thymectomy was in 
general only slightly better than that of those who 
survived without operation. In 40 patients who had 
irradiation treatment, the degree of improvement was 
only slightly greater than that in 118 patients who 
were treated by medical therapy alone. Of 15 patients 
with thymoma 10 had a rapid, fulminating course 
terminating in death, regardless of thymectomy. 

This series contains the first cases in which thymec- 
tomy was performed by Blalock twelve years ago. 


| 
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The average age at operation was considerably higher 


b (thirty-three years) than that of later series. The 


death rate was also high (35 per cent) but not higher 
than that in the patients not operated on. The num- 
ber of immediate or postoperative deaths is not given, 
so they cannot be eliminated from the general death 
rate from the disease. 

Dunlop,” in a thoughtful study, reviewed the re- 
sponse to the operation in 19 cases. The results were 
in close agreement with the reports of Blalock, Eaton, 
Harvey and Viets, but were much less favorable than 
those in the 100 patients operated on by Keynes and 
evaluated by Ross.2* When the four series reported 
from America were added to those of Dunlop 132 
cases were available for comparison with 100 in the 
Ross compilation. Keynes and Ross found 67 per 
cent of their patients in complete remission or con- 
siderably improved (AB), whereas the combined fig- 
ures of the others could record only 40 per cent in 
these classes. Dunlop suggests that the difference lies, 
at least in part, in the fact that Keynes has been more 
radical than the others, and has included a larger 
portion of mild cases. Dunlop found that the early 
and sustained improvement shown by some patients 
made it difficult to escape the conclusion that thymec- 
tomy was instrumental in causing the alteration in 
their clinical state. He also believed that patients 
with thymomas should be operated on although the 


prognosis might not be good. 
Statistics 


Schwab and Leland?® first determined the age at 
onset in 367 patients; the disease began before thirty- 
one years in 62 per cent of the females and in only 
27 per cent of the males. In females the mean age 
at onset was twenty-one to twenty-five years; in males 
it was sixty-one years or over. Thus, it was not sur- 
prising that 53 of their 78 patients subjected to thy- 
mectomy were female, as commonly reported in other 
series. These were matched by sex, age at onset, 
severity of the disease and presence or absence of 
thymoma, all factors in determining the results of 
thymectomy, with an equal number of patients from 
_ those not operated on. The category of complete 
“. remission and significant improvement (AB) con- 
tained 63 per cent of the females but only 24 per 
cent of the males—a striking difference in the re- 
sponse to thymectomy. In a control group the results 
were almost the exact opposite—34 per cent of the 
females and 56 per cent of the males were considered 
as in the AB range (Fig. 1). 

Grob** used the records of 118 patients who were 
not operated on for comparison with 44 who were. 
The number of deaths, both immediately after opera- 
tion and subsequently, was nearly the same, but the 
patients with thymectomy achieved a somewhat high- 
er AB classification (43 per cent as compared with 
32 per cent) than those receiving medical treatment 
only. 
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From the statistics at hand, therefore, with all cases 
considered the advantages of thymectomy are slight. 
It is only when sex and age are given primary con- 
sideration, as in the report of Schwab and Leland, 
that the operation can be fully evaluated. When the 
thymus gland is removed for myasthenia gravis in 
females under thirty years of age remission or signifi- 
cant improvement may be expected in over 60 per 
cent. All other patients appear to do better in general 
on medical treatment. The number of cases analyzed, 


THYMECTOMY 
TOTAL 53 


CONTROL 
TOTALS3 


FEMALES 


TOTAL 25 TOTAL 25 


MALES 


Ficure 1. Analysis of the Effect of Thymectomy (Repro- 
duced from Schwab and Leland” with the Permission of 
the Publishers). 


however, is not large enough for one to draw cate- 
gorical conclusions; only trends can be noted until 
the total cases reach 1000 or more. The influence of 
age, duration of disease, length of time under medical 
treatment before operation, presence of thymoma, 
effects, if any, of irradiation and variations in the 
progress of the disease are of uncertain significance 
at present. The importance of the consideration of 
sex is now somewhat clearer than it was a few years 
ago, but even that factor requires more study before 
a sound treatment policy regarding thymectomy can 
be laid down. 

Still other questions are unanswered. Why do pa- 
tients with thymoma respond so poorly to its removal? 
Why do some patients with only moderate hyperplasia 
of the gland and considerable involution sometimes 
have a complete remission after thymectomy? Why 
are some remissions delayed until the second or third 


AB AB » 
63% 34% 
CD 
AB AB 
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postoperative year? Why are the remission rates 
much higher in some reported series than in others? 
Although these fundamental problems are not as yet 
resolved, most clinicians believe the operation to be 
of value in selected cases. How to select these cases 
is only slowly being disclosed. 

_ Generalized statistics of the total number of cases 
in which operation is performed have almost lost their 
value. The problem has become one of “on whom, for 
what and when.” Patients with thymomas in general 
react to operation quite differently from those without 
thymomas. Age, sex, previous treatment, course vari- 
ables and other factors now must be considered in 
evaluations of the response to thymectomy. Viets*° 
reports that in his hands patients over fifty years of 
age, those under five years, all who are well adjusted 
on a small daily intake of neostigmine, patients over 
forty years of age with thymomas and those experi- 
encing good and prolonged remissions in the course 
of the disease, particularly the males, should not be 
subjected to thymectomy except in rare cases. No 
rules for operating are as yet standardized. Each year 
sees some modifications in the measures advocated. 


Other Reports on Thymectomy 


Lazatin and Manahan* removed a thymoma, pre- 
viously disclosed by roentgenologic examination, in a 
native Philippine woman, forty-one years of age. The 
preoperative symptoms, only three months in duration, 
were relieved by 135 mg. of neostigmine given every 
twenty-four hours. At operation portions of the pleura 
and lung were invaded. The immediate response to 
the operation was excellent. Within a month no 
neostigmine was needed, and four months later, at 
the time of the report, there had been no recurrence 
of the myasthenic symptoms. 

Weiss et al.*? did a partial thymectomy for thymoma 
on a twenty-two-year-old woman who had been ill for 
three months after a pregnancy. There was imme- 
diate improvement, followed by relapse. Removal of 
the rest of the thymus at a second operation was fol- 
lowed by an excellent remission. 

Sellors** operated on 37 patients, 5 without myas- 
thenic symptoms. There was 1 postoperative death, 
and 2 patients died subsequently. All patients showed 
some improvement, but the degree was not assessed. 
Four out of 5 patients with benign tumors did well. 
The author believed that the results warranted the 
conclusion that thymectomy offered better hope of 
permanent relief than medical treatment, particularly 
if carried out in the early stage of the disease. 

Bergh** operated on 12 patients, with 4 postopera- 
tive deaths. Ten were female, and 2 male; the ages 
varied from seventeen to fifty-one. Two had thy- 
momas. Of 8 living patients 7 were considered im- 
proved in a follow-up period of two and a half to six 
years, but in only 2 of the 7 could he atiribute the 
gain to the removal of the thymus. 

The series, though small, is carefully reported. The 
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4 postoperative deaths occurred within two weeks. 
Autopsies are carefully set forth, with the usual find-"s 
ings of bronchial block by mucus or purulent secré-” 
tions, atelectasis and bronch ia. Bergh noted 
that in patients whose vital ‘capacity was low (1000 
ce. or less), and in the event that this rate could not 
be increased to more than 1400 to 1800 cc. by neo- 
stigmine treatment before operation, the respiratory 
margin was so narrow that it constituted a strong 
factor in a decision to postpone thymectomy or even 
to give up the operation entirely. 

Brown,** who operated on most of the patients 
described by Dunlop,” attempted to remove the thy- 
mus in 1 patient whose condition was rapidly de- 
teriorating in spite of increasing amounts of neo- 
stigmine. As others have learned under similar cir- 
cumstances, the patient survived the operation for 
only a few hours. In 2 patients who died Brown 
found no thymic tissue at autopsy. He therefore 
doubted if the poor results could have been due to 
incomplete removal of the thymus, Other investiga- 
toss have reached similar conclusions, 


X-RAY DIAGNOSIS AND TREATMENT OF THYMOMA 


Harper** found that approximately 13 per cent of 
patients with myasthenia gravis have thymomas. The 
shadows are easily overlooked without careful screen- 
ing and unless tomography is carried out. Although 
nonmyasthenic tumors occur a lesion in the anterior 
mediastinum in a myasthenic patient is almost cer- 
tainly thymic in origin. Many examples of spherical, 
lobulated and plaque tumors are reported in Harper’s 
series. The conclusions reached by Harper have been 
confirmed in other clinics, but many radiologists fail 
to search with sufficient care for these elusive growths. 
The finding of a thymoma in a nonmyasthenic patient 
does not preclude the possibility that myasthenia 
gravis will develop at a later date; after surgical re- 
moval or radiation the chances are presumably greatly 
lessened. 

A total of 13 patients with thymomas were treated 
by Williams,** 4 by irradiation alone. The other 9 
were. treated by thymectomy in addition to radiation. 
Of the 4 patients given irradiation only 1 responded“ 
well, In 3 treatment had to be interrupted because of 
tachycardia, a raised temperature and retrosternal 
pain, symptoms that Williams assumed to be due to a 
radiation mediastinitis. Nine patients were treated by 
irradiation before thymectomy; 1 died of metastases. 
Four responded well to radiotherapy. They were 
operated on three to six months after x-ray treatment. 
The dosage started at 50 or 100 r to the tumor daily. 
The limit was 4000 r in four weeks’ tumor dose, Im- 
provement when noted was in radiologic evidence of 
shrinkage of the tumor and improvement in the 
myasthenia. The sound procedure of radiotherapy 
for thymomas before operation thus introduced by 
Williams should be given a most extensive trial in 
other clinics. 
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Grob”* found no striking improvement in his series 
of 40 irradiated patients, not all with tumors. Few 
achieved complete remission. His doses, however, 
were only about 2000 r. Similar results, with approxi- 
mately the same amount of irradiation, were reported 
by me some years ago. 

Irradiation of thymomas has been shown by Wil- 
liams and others to be of value as a preoperative pro- 
cedure, shrinking the tumor and, some surgeons think, 
making it more easily removable. Used as a form of 
treatment, moreover, in some cases, even when malig- 
nant tumors have been disclosed at operation, a pro- 
longed remission in the myasthenia has resulted. ‘The 
steps to be used in x-ray diagnosis are now well 
standardized. The use of radiation for treatment is 
still in the exploratory stage. 


EXPERIMENTAL ASPECTS 
Assay of Thymus Extracts 


Forty-two glands removed from patients with myas- 
thenia gravis by Keynes were assayed by Wilson,” 
using the isolated rat phrenic-nerve-diaphragm tech- 
nic. The effects produced on the same preparation by 
d-tubocurarine were used as a standard for compari- 
son. Control observations on thymus glands of normal 
adults, removed post mortem and tested in the same 
way, showed little or no neuromuscular blocking ac- 
tivity. The glands were assayed in groups, correspond- 
ing to the clinical effects produced by removal, the 
key to these groups being purposely withheld by the 
clinician from the investigator. Glands from clinical 
Groups A and B, in which the patients had complete 
or nearly complete remissions, demonstrated an in- 
creased neuromuscular blocking activity when com- 
pared with assays made from tissue removed from 
clinical Groups C and D. 

Wilson and his associates*® gave more details of the 
method used in a second paper, with the results and a 
discussion of the theoretical implications of his close 
correlation between the experimental and the clinical 
data. A suitable solvent for the gland was found in 
acetone, and a biologic test sufficiently sensitive for 
comparison of the activity of the extracts with that 
of d-tubocurarine on the phrenic-nerve-diaphragm 
preparation of the rat was described. The thymic 
extract depressed the response of the muscle twitch 
to indirect stimulation similar to that seen when 
curare was used. The results were quantitated. Ex- 
tracts from a few but not all adult glands in non- 
myasthenic persons produced an increase rather than 
a decrease in muscular contractions, Extracts of glands 
from children, however, reacted more like those from 
patients with myasthenia, showing high activity. 

The series is too small to be considered conclusive. 
It appears that the thymus gland stores an active neu- 
romuscular blocking substance. The amount extract- 
ed from a gland may not, however, bear any direct 
relation to the severity of the myasthenia, nor may 
the amount stored be of the same order as the amount 
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released daily. The thymus gland may even not be 
wholly responsible for the production of this substance. 
Whatever conclusions are ultimately drawn, Wilson’s 
study to date appears to be of distinct significance. 
It marks a step in advance since the work of Constant 
in 1949. 


Blood Serum Studies 


Other investigators continued the work on myas- 
thenic blood in the hope that a curare-like factor 
could be demonstrated. Bergh,‘ using a nerve-di- 
aphragm preparation from the guinea pig, rat and 
cat, had only negative or uncertain results but, as he 
suggests, the method employed for the biologic assays 
may have been insufficiently sensitive. With block- 
ing agents, such as d-tubocurarine, decamethonium 
and succinylcholine, Bergh** also found differences 
in response in the phrenic-nerve-diaphragm prepara- 
tions of 6 species of animals (guinea pig, dog, cat, 
rabbit, golden hamster and rat), thus suggesting varia- 
tions in the motor end-plates of the experimental 
agents used. 

Kures and Malek,*? however, reported an active 
factor in the blood of myasthenic patients with the 
use of a neuromuscular preparation from the frog. 
The blood from 4 patients was tested; the changes 
recorded were not found in normal serum. 

Schwarz,** using serum from temporarily untreated 
patients with myasthenia gravis injected intramus- 
cularly into the forearm of a normal subject, pro- 
duced marked weakness in the forearm and hand; 
this was overcome by neostigmine injected into the 
same muscles. No weakness was caused by similar 
injections of normal serum. In addition transfusion 
of a normal subject with blood from patients with 
myasthenia gravis did not produce any apparent 
changes in muscular strength, and a myasthenic pa- 
tient receiving 4000 cc. of fresh blood was not bene- 
fited. Other investigators consider intramuscular in- 
jections an unsatisfactory method of experimentation. 

Stuppler** studied 22 patients and came to the con- 
clusion that a curare-like substance blocking the neu- 
romuscular transmission was the most tenable theory 
to explain weakness in the disease. In denervated 
dogs he was able to obtain weakened myasthenic ef- 
fects and demonstrate that neostigmine was effective 
even in the denervated muscle. He concluded that 
the therapeutic effects of neostigmine were twofold: 
an inhibiting action on the cholinesterase metabolism 
and stimulation of the muscle itself. 

Schwarz, Price and Odell*® noted in a few of their 
patients with myasthenia gravis a persistent elevation 
of the fasting serum phosphate level. The elevation 
was not associated with any changes in phosphatase 
activity, disturbance in calcium metabolism or skele- 
tal abnormalities; renal-function tests were normal. 
In 1 patient the range was 5.0 to 5.2 mg. per 100 cc., 
and the level rose to 16 mg. four hours before death. 
A large thymus mass was found at autopsy. In an- 
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other patient the phosphorus determinations were 4.0 
mg. per 100 cc. four months after thymectomy. Pre- 
operative levels were 5.2 to 5.6 mg. per 100 cc. When 
a lyophilized thymic extract from young calves was 
injected subcutaneously a rise in both calcium and 
phosphorus levels was found in patients, control sub- 
jects and laboratory animals. The mechanism of this 
phenomenon was not clear. 


Histochemistry of the Myoneural Junction 


An excellent survey of the subject was provided by 
Denz,** taking into consideration the methods of 
Gomori (1948), Nachlas and Seligman (1949) and 
Koelle (1950). The histochemical staining of the 
junction of the rat diaphragm, when acetylthiocholine 
was used as a substrate, is due to the activity of specific 
cholinesterase. This esterase is the main enzyme in 
the synaptic gutter at the myoneural junction, with 
a small amount of nonspecific cholinesterase. An ali- 
esterase is spread diffusely throughout the muscle 
fibers, without local concentration at the myoneural 
junction. 

Ravin, Zacks and Seligman*’ believed that the 
method of Koelle leads to an erroneous localization 
of enzymatic activity. They presented a new method, 
providing for the specificity of the reaction for ace- 
tylcholinesterase in nervous tissue only, With fresh 
frozen sections enzymatic activity was demonstrated in 
the cytoplasm and cell membranes of neurocytes, in 
the neuropil and in myoneural junctions. Cell nuclei 
were free of enzymatic activity. 


Demyelination from Organophosphorous Compounds 


Barnes and Denz,** using three organophosphorous 
compounds (Mipafox, D.F.P. and T.O.C.P.) pro- 
duced demyelinating lesions in chickens, rats and rab- 
bits. Each of the drugs possessed marked anticholin- 
esterase property, but it was believed that the acute 
toxic effects in animals could not be solely or directly 
related to their ability to inhibit cholinesterase. The 
demyelination was found in peripheral nerves and in 
the spinal cord. From these experiments it may be 
concluded that certain organophosphorus compounds 
cause structural changes in the nervous systems of 
animals, They may do so in man and, therefore, 
should be used cautiously. 


Neuromuscular Transmission 


Feldberg*® continued his, elucidation of the prob- 
lem of synaptic transmission and neuromuscular block, 
upholding the acetylcholine theory in neuromuscular 
transmission on the basis of depolarization of the 
motor end-plate. He believed that depolarization can 
be demonstrated from the end-plate region of a mus- 
cle, or more easily from an end-plate without muscle, 
as in the electric organ of the torpedo fish. Acetyl- 
choline apparently acts only on the end-plate, not on 
the neuromuscular transmission mechanism in the 
muscle itself. When the acetylcholine persists long 
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enough at the end-plate the very strong depolarization 
current spreads to the adjacent parts of the muscular 
fiber, which in turn become depolarized and inexcit®”” 
able, giving rise to block. Decamethonium, with its 
acetylcholine-like action, is also an effective neuro- 
muscular blocking agent. 

(To be concluded) 
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MEDICAL INTELLIGENCE 


STOKES-ADAMS ATTACKS 
AND CUSHING’S SYNDROME* 


Fouap Basuour, M.D..,+ 
AND PauL WINCHELL, M.D.} 


MINNEAPOLIS, MINNESOTA 


Saenger arteriosclerosis appears to be a com- 
mon complication of Cushing’s syndrome.’ A 
case has been observed recently with Cushing’s syn- 
drome and Stokes—-Adams attacks that were probably 
caused by coronary arteriosclerosis. A survey of the 
literature suggests that this is an unusual combination 
although the two conditions are probably related. 


Case REPORT 


A 36-year-old housewife was referred to the Emergency 
Unit of the University Hospital with repeated fainting spells 
for the preceding 16 hours. The attacks, which occurred 
without warning, were accompanied by cyanosis and were 
followed by pitation and dyspnea for a few minutes. 

ere were no convulsions, and each episode lasted for only 
a few seconds. In 1949, at the age of 33 years, she had her 
first fainting episode. In 1950 and 1951 she had similar 
attacks, for which she did not seek medical advice. 

At the age of 11 the menarche occurred, with irregularly 
spaced menstrual flow at intervals of 3 to 6 weeks. The 
periods finally stopped at the age of 28. Ovariectomy was 
performed on the left for a cyst at the age of 31, the right 
ovary being left intact. She had never been pregnant. 

She had always had a moderate amount of hair on the 
extremities. At the age of 17 she noted the onset of bald- 
ness and the appearance of hair over the sternum, breasts 
and face and a definite increase over the legs and arms. 
Her beard required frequent shaving. She always been 
moderately obese, but after the age of 23 she started to 


increase rapidly in weight while receiving desiccated thyroid. 
*F the t of Medicine and the Variety Club Heart 

Hospital, University of Minnesota, Medical ‘School. 

wer fellow in internal medicine, University of Minnesota Medical 


Lastructor, of Internal Medicine, U { Minne- 
Department niversity 


Her face had become rounded, and her obesity was limited to 
the trunk. In 1951 a physician made the diagnosis of Cush- 
ing’s syndrome. Her general appearance was then the same, 
except for less marked baldness. The blood pressure was 158 
systolic. An electrocardiogram revealed a 2:1 atrioventricu- 
lar block, and the urine contained sugar. The 24-hour ex- 
cretion of pit Oa ketosteroids was 10 mg. X-ray therapy, 
consisting of 1200 r, measured in air, was applied to the 
pituitary fossa. 

The patient was 157.5 cm. tall and weighed 84 kg. Her 
appearance suggested Cushing’s syndrome, with a round face, 
moderate baldness, sparsity of hair over the occiput, truncal 
obesity, thin arms and legs and marked hirsutism, hair 
being present over the face, sternum and breasts, with a male 
distribution of pubic hair. No bison hump or pinkish ab- 
dominal striae were observed. Breast development was nor- 
mal. Moderate arteriovenous nicking was seen in the optic 
fundi. The lungs were clear. The heart was not enlarged 
to percussion, and there were no murmurs, The rate varied 
between 30 and 40 beats per minute, and the blood pressure 
between 122/70 and 160/100 during the hospital course. 
Pelvic examination revealed an atrophic and inflamed vulva; 


the remainder of the general physical examination was not 
remarkable. 


Vi Vs Ve 


Ficure 1. Electrocardiogram Taken on November 25, 1952, 
Showing Complete oe with an Idioventricular 
ytnm. 


Examination of the blood showed a red-cell count of 
5,500,000, with a h in of 19.3 gm. per 100 cc., and 
a hematocrit of 60 per cent. The white-cell count was 7050, 
with a relative lymphocytosis (54 per cent). The erythro- 


: 
| 
“« 
1 2 3 
Vi V2 Vs; 
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cyce sedimentation rate was 1 mm. per hour. The urine 
a. a Sa ty of 1.017, with a pH of 5, a + test 
for sugar and albumin. The sediment was normal, and the 
Sulkowitch test gave a greater turbidity than a control 


Fioure 2. Electrocar am Taken on April 6, 1953, Show- 

ing First-Degree Heart ock (PR Interval cf 0.26 Second) 

and Left-Bundle-Branch Block (QRS Complex of 0.15 Sec- 

ond) in the Limb Leads (the Precordial Leads Show a 2:1 
Atrioventricular Block). 


Te me. The fasting blood sugar varied between 101 and 
2 mg. mg. per 100 ec, and the glucose tolerance ttt revealed 

diabetic type curve. The serum cholesterol was 193 
ne, es collin 10.9 mg., and the phosphorus 3.9 mg. per 


Vi: Vs Vs Ve Vs Ve 


Ficure 3. Electrocardiogram Taken on November 30, 1953, 
Showing First-Degree Heart Block (PR Interval of 0.24 
Second) and (QRS Complex of 


the potassium 4.7 to 6.0 milliequiv. per liter. ophil 
counts varied between 90 and 100 cells per cubic millimeter. 
The arterial pH was in the range of 7.41 to 7.43, The 24- 
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hour excretion of urinary 17-ketosteroids was 
corticosteroid was 2 mg the 
urine creatinine 0. 14 on gm. The uptake of radioactive iodiné’ 
after a tracer dose was 22 cent. On x-ray examination" 
the pineal body was calcified, and the skull was within 
normal limits, with no frontal hyperostosis noted. An intra- 
venous pyelogr am revealed pt excretion of the 
with normal outlines of both renal shadows. No even 5 
osteoporosis was evident in the spinal column. Flu 
study disclosed minimal a of the left ventricle. 
ut 1 hour after admission th lost conscious- 
Bes incontinent of urine 
seizures. Even her res- 
was to have ceased, and no heartbeats could 


ephedrine. Daring the next 24 boats she had Stoke 
Adams attacks 


2:1 ock, 
lst-degree heart block 425 me me. ~ was symp- 


free on ephedrin no 


e, 1 
ttacks occurred for 14 mon 


DISCUSSION 


This patient presented the clinical picture of Cush- 
ing’s syndrome in addition to compatible laboratory 
findings of erythrocytosis, relatively low. eosinophil 
count, high fasting blood sugar and increased excre- 
tion of creatinine and 11-oxysteroid. In addition she 
had typical Stokes-Adams attacks, which have been 
defined by Parkinson et al.? as “episodes of loss of con- 
sciousness due to ventricular standstill, tachycardia or 
fibrillation or to their combination in a patient with 
heart bl 

Many causes of complete heart block have been 
described, including congenital heart lesions,’ vascular 
abnormalities affecting the atrioventricular node,* 
aneurysm of the aortic sinus* and even calcareous 
masses at the base of the aortic leaflet of the mitral 
valve, occurring after the age of fifty without relation 
to arteriosclerosis. Rheumatic fever® and diphtheria 
are weil known causes of complete heart block in 
children, the cardiac lesion after diphtheria usually be- 
ing transient.”* The majority of patients with Stokes— 
Adams syndrome have arteriosclerotic heart disease 
and coronary insufficiency, the incidence amounting 
to 75 per cent in some series.’ Statistically, the com- 


monest causes of the attacks in the younger age group P | 


have been previous infectious processes or certain con- 
genital abnormalities in the absence of arteriosclerosis, 

Through the wide use of ACTH, both experimen- 
tally and therapeutically, the cardiovascular abnor- 
malities of Cushing’s syndrome have been more fully 
understood. Deposition of lipid material in both the 
media and intima of the aorta and vessels has been 
noted in young people after the administration of 
cortisone or ACTH.® Arteriosclerotic changes of vary- 
ing intensity have been described in 50 of 56 cases 
of Cushing’s syndrome examined at autopsy.’° A 
similar incidence of arteriosclerosis in this disease is 
reported by other authors." More pertinent to the 
point under discussion are 2 specific cases, 1 in a 


ager 
1 2 3 
afterward showed complete heart block, with a ventricular 
ny te of 38 bea Fig. 1 
| rate 0 ts minute (Fig. 1). 
when needed and ephedrine, 25 mg. every 2 hours. The 
aVR aVL aVF ‘ 
Vi: Vs Vs 
| 
| 
Vi Vs Ve 
i 2 $3 aVR aVL aVF 
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twenty-six-year-old woman with advanced coronary 
sclerosis and nephrosclerosis, and the other a twenty- 
eight-year-old woman who had a myocardial infarc- 
tion in addition to severe generalized arteriosclerosis.’ 

In spite of the presence of arteriosclerosis in Cush- 
ing’s syndrome hypercholesterol has not been a 
striking feature of the disease. Serum cholesterol val- 
ues above 250 mg. per 100 cc. have been reported 
in 39 per cent of 56 cases.‘° Experimental evidence 
is also confusing. Extract of the adrenal cortex causes 
a definite increase in the serum cholesterol level in 
rabbits.2, An average increase of 15 per cent has 
been seen in patients under cortisone therapy,’*** 
whereas other authors report a fall in the cholesterol 
level during short-term ACTH therapy.** Of perhaps 
greater significance is the fact that no change in the 
lipoproteins has been observed in human subjects.*® 
It is apparent, then, that the precise relation of ar- 
teriosclerosis and Cushing’s syndrome remains to be 
clarified. Definite atherogenicity of cortisone has been 
observed both in young human patients’ and in 
chicks.*” 

Considering the high incidence of arteriosclerosis in 
Cushing’s syndrome it is logical to attribute the 
Stokes-Adams episodes in the case reported above to 
this entity. 


SUMMARY AND CONCLUSIONS 


A case of Cushing’s syndrome associated with 
Stokes-Adams episodes and complete heart block is 
presented. Clinical and pathological evidence in the 
literature suggests a causal relation in view of the ob- 
served high incidence of arteriosclerosis in women 
with Cushing’s syndrome. The exact mechanism of 
this relation is not yet clear. 
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CASE 40281 
PRESENTATION OF CASE 


A _twenty-five-year-old Italian-born construction 
worker was admitted to the hospital because of per- 
sistent diarrhea. 

The history was obtained chiefly from his wife be- 
cause of a language barrier. As far as was known he 
had been in good health until eight months previously, 
when diarrhea developed, consisting of 3 to 5 watery, 
brown stools daily, without known blood, mucus or 
pus and without any noticeable pain or cramps. Sev- 
eral weeks later he had a nonspecific “uncomfortable 
feeling” in the abdomen that did not radiate and was 
not related to meals. At times he had distressing ab- 
dominal bloating after meals, sometimes relieved by 
passing of flatus. He believed that he had a low- 
grade fever at that time. About this time he visited 
an outside clinic, where examination of stools, x-ray 
studies and sigmoidoscopic examination were said to 
be negative. He was given liver injections as well as 
other medicine of an unknown nature, but diarrhea 
continued. About five months before entry treatment 
with cortisone was begun, at first 200 mg. and later 
100 mg. daily, and this therapy had been continued 
up to the time of admission. In addition he was given 
vitamins and other medicines, without effect on the 
diarrhea. At that time he had as many as 8 or 9 
bowel movements daily, but about two months later 
bowel movements changed to 2 brown, formed stools 
each day, and he regained his normal weight. This 
lasted only three weeks, however, after which the 
diarrhea returned. One month before admission a 
“cold and fever” developed, with such an increase in 
the diarrhea that he was awakened several times each 
night. The stools were frequently foul, but their char- 
acter had apparently remained about the same. About 
three weeks before admission he began to have dull, 
aching pains in the knees, elbow and wrists but with- 
out swelling or redness of the joints. He had a mild 
fever (the temperature was never over 101°F.) on 


d 4 
1 
1. 
8. 
11, Heinbesker and Pleiffenberger, Jr. "Further clinical and 
on pathogenesis of Gushing’s syndrome. Am. J. 
ea. 
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occasion throughout his illness. He had also had dull 
pain from time to time below the umbilicus, occurring 
at any time of day and usually relieved by defecation. 
His weight had dropped from 157 to 126 pounds. 

He had been born in Italy and had come to this 
country seven years before admission. In the past he 
had had only the usual childhood diseases; he did 
not know of any exposure to malaria, tuberculosis or 
typhoid fever. 

Physical examination showed a man who appeared 
chronically ill but was not in acute distress. The head 
and neck were normal, and there was no lymphade- 
nopathy. The heart and lungs were normal. The ab- 
domen was tympanitic; there was no tenderness, 
masses or palpably enlarged organs. 

The ‘temperature was 102°F., the pulse 95, and the 
respirations 18. The blood pressure was 115 systolic, 
55 diastolic. 


The urine had a specific gravity of 1.015, and ex- - 


amination was otherwise negative except that the 
sediment contained 12 white cells and 15 red cells per 
high-power field. Examination of the blood revealed 
a hemoglobin of 16.7 gm. per 100 cc. and a white-cell 
count of 13,000, with 76 per cent neutrophils. The 
fasting blood sugar was 80 mg., the nonprotein nitro- 
gen 14 mg., the total protein 5.6 gm., the albumin 4.0 
gm., the globulin 1.6 gm., the calcium 8.0 mg., and 
the phosphorus 3.9 mg. per 100 cc.; the sodium was 
133 milliequiv., the chloride 93 milliequiv., the potas- 
sium 3.0 milliequiv. and the carbon dioxide 31 mil- 
liequiv. per liter. The prothrombin time was 19 sec- 
onds (normal, 13 seconds). The oral glucose tolerance 
test gave a flat curve over a four-hour period. Heter- 
ophil-antibody and Widal and brucella agglutinations 
were negative. Stool specimens were “pale to light 
yellow” and negative for blood, ameba and enteric 
pathogens. A gastric analysis demonstrated no free 
acid before or after histamine. 

A roentgenogram of the chest was normal. In a 


gastrointestinal series the esophagus was normal, and 


no organic lesions were seen in the stomach. The 
duodenal bulb appeared normal, but beyond this 
point, extending to the ileocecal valve, the small bowel 
showed grossly disordered motor function (Fig. 1). 
This appeared worse in the distal portion of the bowel. 
The mucosa was edematous, and many loops were 
slightly dilated; there was some puddling. Peristalsis, 
however, appeared normal, and the bowel was freely 
movable. Barium reached the cecum in two and a 
half hours. In an intravenous pyelogram the right- 
psoas-muscle shadow was not as clear as the left. The 
kidneys and ureters were normal; the bladder was 

never well distended with urine, and its dome dis- 
closed irregular areas of pressure, which were prob- 
ably due to diseased ileum adjacent to it. A barium- 
enema examination was negative. Gastroscopic study 
was incomplete owing to retained secretion but ap- 
peared to be negative. Cytologic examinations were 
negative, and a gastroscopic biopsy was reported as 
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indicating 
amination revealed reddened mucosa consistent with... 


“chronic gastritis.’ Sigmoidoscopic ex- 
chronic diarrhea. 

In the hospital the patient showed little change 
clinically and was weak and febrile. The tempera- 
ture curve was persistently irregular ranging from 99 
to 101 or 102°F. daily. The white-cell count ranged 
from 11,900 to 13,500. Four additional urinalyses 
demonstrated 3 to 10 white cells and 3 to 15 red cells 
and occasional hyaline and granular casts per high- 
power field. Despite supportive therapy he lost 6 
pounds. On the eighteenth hospital day an operation 
was performed. 


DIFFERENTIAL DIAGNOSIS 

Dr. ALFRED Kranes*: This history is simply that 
of a young man with diarrhea for eight months, 
weight loss, some fever and, more recently, joint pains 
without any joint swelling. The reliability of the his- 
tory is open to question since it had to be taken 
through an interpreter, but we have to use what is 
presented to us. I am puzzled by the continued ad- 
ministration of cortisone for five months because it 
did not appear to have improved the patient in any 
way—it seemed to make no difference in the degree 
of diarrhea whereas joint pains appeared and the 
fever continued. 

There is nothing helpful about the physical exami- 
nation; it showed only a chronically ill person. The 
light-colored stools suggested the possibility of steator- 
rhea. They were described as foul, but nothing was 
said about foaminess or greasiness. It would be help- 
ful to know whether he had steatorrhea and if there 
were excessive undigested muscle fibers in the stool. 

Dr. YANG Wanc: He did not have steatorrhea. 

Dr. Kranes: I am reduced to depending very 
heavily on the x-ray findings, which I hope will turn 
out to be more helpful than they seem from the 
protocol. 

Dr. Joun F. Grssons: This one film from the 
barium-enema examination I put up to show that the 
cecum appeared normal and the appendix filled. 
Films were made three quarters of an hour, an hour 
and a quarter and an hour and three quarters afte 
a barium meal. From the duodenal bulb down to the.“ 
cecum the pattern of the mucosa is abnormal. The 
folds appear to be thickened, and there are areas of 
narrowing or spasm in the small-bowel loops. There 
is a tendency to segmentation or puddling of the 
barium that is not normally seen. The usual conti- 
nuity of the barium stream and the feathery pattern 
that we normally see in the small bowel are lost. No 
areas are more involved than any others, and there 
are no regions where there is persistent narrowing. 
The small-bowel loops in the pelvis are separated 
from each other and do not fall together as they 
normally do. This pattern has been called a “dis- 
ordered. motor function” or “a deficiency pattern” 


*Physician, Massachusetts General Hospital. 
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and there is nothing specific about it. It could be 
hip 6 conditions infl tions, al- 
lergies, nutritional deficiencies or neoplastic diseases 
within the abdomen (Fig. 1). 

Dr. Kranes: There is nothing characteristic about 
that. Could you say that the small bowel was itself 
structurally diseased? 

Dr. Grszons: I cannot say that. I can suspect 
that the mucosa is thickened. 

Dr. Kranes: Could this be the picture of sprue? 

Dr. Gresons: It could be except for the rapid 
transit time; within three quarters of an hour the 


Ficoure 1. Antero 


ostertor View of the Stomach and Small 
Bowel, Showing 


eneralized Alteration of Mucosal Pattern 
in the ntestine. 


barium had reached the cecum. In sprue liquid 
_ usually traverses the small bowel slowly, but the pat- 
tern itself could well be the picture of sprue. 

Dr. Kranes: Could you exclude the possibility of 
widespread regional ileitis? I hesitate to use the term 
regional ileitis, because if this was ileitis, it was not 


regional. 

Dr. Grszons: I believe we can exclude that; it 
would be extremely unusual for the entire small bowel 
to be involved uniformly without “skip areas,” or 
areas of relative fibrosis or narrowing. 

Dr. Kranegs: Is the 
present in the intravenous pyelogram 

Dr. Grszons: The radiologist was fous to the 
concave effect of small-bowel loops in the pelvis. This 
does not suggest that the urinary bladder is diseased. 

Dr. Kranzs: At least I can narrow the specula- 
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tion about the area of the disease to the small bowel 
or its appendages and forget about other areas. 

Until I was certain about whether or not steator- 
rhea was present, I had considered the possibility of 
sprue, but even without that knowledge it seemed 
like an improbable diagnosis since sprue is generally 
not febrile. Furthermore, this case lacks some of the 
other features of the disease. One would have ex- 
pected glossitis by now and even anemia. A feature 
that suggests sprue is the flat glucose tolerance curve, 
but that is not specific. Any disturbance in which 
food is hurried through the small bowel would simi- 
larly lead to a flat glucose tolerance curve. Achlor- 
hydria is too common to be helpful. Similar objections 
pertain to pancreatic insufficiency, in which the glu- 
cose tolerance curve may be diabetic. 

Another possibility suggested by the history is a “gen- 
eralized jejunoileitis” of a nonspecific type. To estab- 
lish that diagnosis one would have to rely heavily on 
the x-ray films; yet the findings, Dr. Gibbons informs 
us, are certainly not those of ileitis. The entire small 


_ bowel was involved, which would be quite unusual. As 


he pointed out, there are usually normal areas between 
the diseased areas. One would also expect narrowed 
areas with such extensive ileitis. 

Dr. Grezons: I agree. 

Dr. Kranes: So that I shall have to explore fur- 
ther. Once one leaves this reasonably familiar ground, 
one enters the dangerous territory of the uncommon 
diseases diagnostically speaking; yet, it seems to me, 
this ground has to be explored. The first of these 
conditions that occurs to me is Whipple’s disease or 
lipodystrophy intestinalis. Not many cases have been 
described,—perhaps about 50,—but many features of 
the illness fit in with that diagnosis. In the first place 
the patient under discussion was a man; the majority 
of the patients reported in the literature were men 
although usually of forty to sixty years of age rather 
than younger. Furthermore this patient had arthritis 
(I suppose I shall have to say arthralgia), and 
joint pains are an extremely common accompaniment 
of Whipple’s disease. The arthritis, however, usually 
precedes the development of the gastrointestinal symp- 
toms—often by weeks but more frequently by months 
or even by years in some cases; so that if this was 
Whipple’s disease, it is disturbing that the arthritis 
developed after the intestinal symptoms were well 
established. The emaciation is common with any 
chronic diarrheal disease. Usually, Whipple’s disease is 
not febrile, although some cases have been described in 
which moderate degrees of fever have occurred. This 
disease has interested me for a long time, primarily be- 
cause of its possible relation to the various collagen 
diseases. It has much in common with them except 
for the obvious and striking histologic findings in the 
gastrointestinal tract and the mesenteric lymph nodes. 
I have already mentioned the fact that arthritis is a 
common accompaniment. Pleuritis, pericarditis and 
peritonitis are frequently found. In a certain number 
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of cases there has been a verrucous endocarditis al- 
most exclusively confined to one leaf of the aortic 
valve. Whipple’s disease, then, is much more than a 
disease of the gastrointestinal tract. Some cases have 
also been described with gross hematuria, and it is 
interesting that this patient had microscopical hema- 
turia. 

Before going any farther afield I might speculate 
about the operation. I should guess from the infor- 
mation supplied that it was probably an exploratory 
operation of some kind, performed to establish a 
diagnosis. I had supposed it was a laparotomy until 
I noticed Dr. Edward B. Benedict in the front row. 
It then occurred to me that I had to consider the pos- 
sibility of a peritoneoscopy. 

Dr. Dante S. Exuis: Dr. Benedict performed the 
gastroscopic examination. 

Dr. Kranes: Thank you. 

If I had had to handle this patient and had had 
to choose between peritoneoscopy and exploratory 
laparotomy, I should have chosen the latter because 
it is very likely that a biopsy would be necessary. Dr. 
Benedict will tell me he can biopsy through the peri- 
toneoscope, but it might have been advisable to re- 
move more than could have been taken in that way. 
What was found and what was done constitute the 
crux of the situation. The surgeon may even have 
found that the bowel was grossly normal to inspection. 
Dr. Gibbons, is it not conceivable that the bowel 
looked grossly normal? 

Dr. Gipzons: It is conceivable. Actually, we are 
seeing a cast of the small-bowel lumen. 

Dr. Kranes: It is difficult to see what, if any, 
remedial surgery could have been done under the 
circumstances. If the disturbance was confined to the 
entire small bowel it is difficult to believe that the 
surgeon could have removed anything from the bowel 
that might have helped this patient. Could he have 
removed something for diagnostic purposes? That is 
also difficult to believe because when the whole bowel 
is diseased it is risky surgically to remove a small seg- 
ment of it. 

The surgeon may have encountered a large mass 
of mesenteric lymph nodes. If that was so, what did 
these lymph nodes contain? I have already discussed 
Whipple’s disease, in which the mesenteric lymph 
nodes are diffusely involved with infiltration of fat 
lipophages and giant cells. There are two other pos- 
sibilities, one of which is extensive mesenteric tubercu- 
losis—tabes mesenterica, it used to be called. One 
sees this infrequently these days. If the mesenteric 
lymph nodes had been so extensively involved as to 
interfere with lymphatic drainage of the small bowel, 
this distorted appearance.of the bowel with mucosal 
edema would have been noted. If this had been 
malignant lymphoma, the third possibility, the x-ray 
appearance might have been expected, but it is un- 
usual for the mesenteric lymph nodes to be the only 
site of lymphoma. One would like to find evidence 
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of it elsewhere, as in the superficial lymph nodes, the 
spleen or the mediastinum. Of the two possibilities-L. 
should favor tuberculosis. 

I have not made a diagnosis; I do not think I can, 
but the hematuria deserves further comment. I as- 
sume that the renal function was normal since I have 
no reason to assume that there was renal insufficiency. 
I do not know that it is worth while exploring the 
question of hematuria further because my guess is 
that the patient was operated on, something was re- 
moved and he survived the operation. Consequently, 
it is likely that Dr. Morgan will not be able to tell us 
the reason for the hematuria. I might speculate a bit, 
however; after seeing the x-ray films I wondered 
whether it might have been due to irritation of the 
bladder by overlying diseased bowel. We now know 
that renal lesions occur with chronic intestinal dis- 
eases; one such case was discussed here by Dr. Trevor 
Cooke,* of England. These renal lesions are prima- 
rily tubular lesions and ordinarily are not expected to 
produce hematuria. In the cases in which these lesions 
are found, renal insufficiency is not present, and hema- 
turia is unusual. Of the diseases that I have men- 
tioned the only one that will also explain the hema- 
turia—and in a young person one would like to ex- 
plain all the findings on one basis if possible—is tuber- 
culosis. If this patient had abdominal glandular 
tuberculosis, he may also have had a concomitant 
renal tuberculosis. 

Finally, in a patient who had hematuria, fever and 
joint pains, one has to mention the possibility of 
polyarteritis, which always seems to be dragged in by 
the tail to explain any obscure illness. Chronic diar- 
rhea is not a symptom of polyarteritis, although I 
suppose if I had time to review the literature on the 
subject I could find 3 or 4 cases that showed it. I do 
not know why it should not be since the vessels in- 
volved may be not only in the mesentery but also in 
the wall of the bowel. One wonders why diarrhea is 
not a more common symptom. 

I cannot actually make a diagnosis; all I can do is 
to suggest the possibilities. I shall have to name three 
or four. 

Dr. Epwarp F. BLanp: Choose one; that is whz 
we had to do on the ward. 

Dr. KRANES: If I have to name one—I had hoped 
you would not pin me down—lI shall have to put it 
in the connective-tissue group of diseases, either 
Whipple’s disease or polyarteritis. Beyond that I 
should have to say regional enteritis or mesenteric 
tuberculosis, but I am not happy about either of those 
conditions. 

Dr. BLanp: Personally, I favored lymphoma. Dr. 
Wang was on the service at the time. Perhaps he will 
tell us what he thought. 

Dr. Wanc: During the first few days, the service 
actually did favor intestinal and renal tuberculosis to 
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explain the diarrhea and hematuria and sent the urine 
for guinea-pig inoculation. Somewhere along the line 
the weight of popular opinion swung in favor of 
lymphoma, and we were carried along by the tide. 
Since therapy in this case was to be either the anti- 
tuberculosis drugs or cortisone, we thought it neces- 
sary to operate to establish an exact diagnosis. 

Dr. Exxtis: Two reasons why the diagnosis of 
lymphoma was favored over tuberculosis are that the 
temperature chart suggested a Pel—Ebstein type of 
fever and that the x-ray films showed the bowel to be 
fairly movable within the peritoneal cavity; there 
was no plastic process such as one expects with tuber- 
culous peritonitis. It was obvious that one could not 
make a diagnosis without exploration, and that is what 
was done. 

Dr. FaraHe Matoor: Is it not also true that 
peripheral lymph nodes are not seen with the ab- 
dominal lymphadenopathy of lymphoma? 

Dr. Kranes: That is usually true of the retro- 
peritoneal type of lymphoma. 


CLINICAL DIAGNOSIS 
Malignant lymphoma of mesenteric lymph nodes. 


Dr. ALFRED KRANES’S DIAGNOSIS 


?Whipple’s disease or polyarteritis nodosa. 
?Regional enteritis or mesenteric tuberculosis. 


ANATOMICAL DIAGNOSIS 


Tuberculosis of mesenteric lymph nodes. 


PATHOLOGICAL DISCUSSION 


Dr. WINFIELD S. Morcan: Are any of the surgeons 
here who were at the operation? 

Dr. Sicurp B. GuNDERSEN: At operation there 
was a small amount of free, clear fluid in the peritone- 
al cavity, and there were multiple small nodules over 
the entire small intestine from the ligament of Treitz 
to the ileocecal valve measuring from 1 mm. to 3 mm. 
in diameter. In the small-bowel mesentery there were 
lymph nodes measuring from 1 cm. to 3 cm. in di- 
ameter. We could see dilated lacteal glands over the 
surface of the small bowel. Several areas had de- 
veloped into indurated masses, but I could not be 
sure that there was any ulceration within the small 
bowel or any ulcer within its lumen. We did not open 
it. 

Dr. Morcan: The main specimen received in the 
laboratory was a mesenteric lymph node that showed 
microscopically a typical picture of caseous tubercu- 
losis. In addition we received several small nodules 
from the serosal surface of the bowel; microscopically, 
these proved to be portions of dilated lymphatic chan- 
nels showing focal nodular proliferation of reticulo- 
endothelial cells within the lumen. There is little 
doubt that the pathogenesis of the changes in the 
bowel was the one Dr. Kranes proposed—namely, ex- 
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tensive mesenteric-lymph-node involvement with 
blockage to the lymphatic drainage, the back pres- 
sure resulting in dilatation of the more distal lym- 
phatic channels and diffuse edema of the intestinal 
mucosa. Would that fit with your interpretation of 
the x-ray changes, Dr. Gibbons? 

Dr. Gipsons: That appears to be the only rea- 
sonable explanation for the diffuse process in the 
bowel. 

Dr. Kranes: In former days, when this condition 
was seen more frequently than it is seen today, diar- 
rhea was not too uncommon a symptom, nor was 
steatorrhea. 

A Puysician: Was the spleen enlarged at opera- 
tion? 

Dr. GUNDERSEN: No; it was not. 


CASE 40282 


PRESENTATION OF CASE 


A fifty-five-year-old paper-box maker was admitted 
to the hospital because of dyspnea and cough. 

For ten years the patient had experienced exer- 
tional dyspnea. In the year before entry he had fre- 
quent “colds,” during which he had orthopnea re- 
lieved by one or two pillows and a cough productive 
of moderate amounts of foamy, white sputum. These 
attacks were not usually incapacitating. Five months 
before admission, during another “cold,” swelling of 
the right ankle was noted, and he was treated with 
“heart pills’ and “cough medicine.” Three weeks 
before admission dyspnea and cough again became 
more noticeable, and in the past week orthopnea be- 
came so severe that he had to sleep sitting up. He 
had ankle edema, but continued to work. He also 
had numerous epistaxes after blowing his nose that 
lasted about five minutes. Two days before entry red, 
painless spots appeared on the legs. The next day 
he consulted his physician, who discovered bilateral 
moist basilar rales, hepatomegaly, “purpuric lesions on 
both lower legs,” normal blood pressure and a regular 
pulse at a rate of 104. There was no history of chills, 
joint pains or urinary symptoms, 

For the past twenty or twenty-five years the patient 
had worked in a paper-box factory, where the air was 
dusty; however, he knew of no exposure to silica, 
cotton, wool or asbestos dusts. Eighteen years before 
admission a splenectomy was performed after trauma 
to the left side. 

Physical examination revealed a thin man who ap- 
peared to be chronically ill, The neck veins were 
distended with the patient sitting at 45°, and the deep 
jugular pulsations were visible. The left cervical and 
a few axillary and inguinal lymph nodes were soft, 
discrete and freely movable. Transient groans and 
wheezes were heard throughout the chest; there were 
moist inspiratory rales at both bases, more marked 
on the left. The apex of the heart was 2.5 cm. to 
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the left of the midclavicular line. The pulmonic sec- 
ond sound was greater than the aortic. There was a 
short, high-pitched Grade 2 apical systolic murmur 
together with an apical mid-diastolic rumble with a 
presystolic crescendo. A loud mitral first sound and 
a split “scratchy” second sound were heard along the 
left sternal border in the fourth intercostal space. A 
gallop was audible after slight exercise. The liver 
was slightly tender; its edge was palpable 4 finger- 
breadths below the right costal margin. There was 
slight bilateral costovertebral-angle tenderness. A pur- 
puric rash was observed over both legs, but no pe- 
ripheral edema was present. 

The temperature was 101°F., the pulse 100 and 
regular, and the respirations 22 per minute. The 
blood pressure was 128 systolic, 80 diastolic. 

Urinalysis was normal. Examination of the blood 
demonstrated a hemoglobin of 13.5 gm. per 100 cc. 
and a white-cell count of 15,600, with 39 per cent 
mature and 14 per cent immature neutrophils, 42 per 
cent lymphocytes and 5 per cent monocytes. The 
serum nonprotein nitrogen was 21 mg., and the total 
protein 7.9 mg. per 100 cc. The prothrombin time 
was 14 seconds (normal, 15 seconds). The cephalin 
flocculation was + + + in twenty-four and + + + + 
in forty-eight hours, and a bromsulfalein test showed 
13 per cent retention of the dye in forty-five minutes. 
The sedimentation rate was 0.6 mm. per minute. The 
hematocrit was 45 per cent. Stool guaiac tests were 
negative. Cultures of the sputum grew out moderate 
Neisseria catarrhalis, abundant Haemophilus influen- 
zae, abundant alpha-hemolytic streptococci and mod- 
erate Group A pneumococci, On throat culture a few 
Group A pneumococci and abundant diphtheroids 
were present. Three sputum specimens were found un- 
satisfactory for cytologic study; another specimen was 
negative for tubercle bacilli. Two of four blood-culture 
flasks grew out Staphylococcus albus. An electrocar- 

i demonstrated a regular sinus rhythm at a 
rate of 100. The PR interval was 0.16 second, and 
the QRS interval 0.12 second; the R waves were 
slurred in Leads 1, aVL, Vs and Ve, the S waves 
were deep in Leads V:, V2 and Vs, the ST segment 
was sloping in Leads 1, aVL, Vs and Ve, and the T 
waves were inverted in Leads 1 and aVL, diphasic 
in Leads Vs and Ve and tall and peaked in Leads 
V2 to Va. 

Roentgenographic study of the chest with fluoro- 
scopic and barium-swallow examinations disclosed that 
the right upper lobe was slightly reduced in size and 
contained abnormal linear and mottled densities, 
probably old. There were also minimal changes in 
the left upper lobe. No definite cavities were rec- 
ognized. The barium-swallow examination did not 
reveal displacement of the esophagus. 

The patient was treated with digitoxin, penicillin, 
streptomycin, sulfadiazine and Hykinone, but contin- 
ued to have elevations of temperature to 101.5°F. and 
of pulse to 110. Coughing also persisted. The white- 
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cell count remained elevated, and on the seventh hos- 
pital day was 17,000. On the fifteenth hospital day; 
immediately after using a bedpan, he complained of a” 
burning, nonradiating substernal pain and dyspnea. 
This was accompanied by much apprehension, but no 
nausea, vomiting or sweating. The pain lasted twenty 
minutes and left a residual ache in the left shoulder 
and arm. Physical examination and electrocardio- 
grams showed no change from the findings on admis- 
sion. The patient became comfortable after receiving 
sedations. Three hours later, however, he began to 
move about restlessly, became cyanotic and died. 


DIFFERENTIAL DIAGNOSIS 


Dr. Joun Homans, Jr.*: This is a story of a fifty- 
five-year-old man who, ten years before admission, 
had his first symptoms of cardiac failure. We later 
learn from the physical examination that he had signs 
of mitral stenosis, so we may assume that he was suf- 
fering from chronic rheumatic heart disease. Five 
months before admission, during a cold, swelling of 
the right ankle was noted; that is important. Ankle 
edema from cardiac causes should be bilateral or be- 
ginning on the left and becoming bilateral, because of 
the crossing of the artery and vein to the left leg. I 
therefore think that this may have been the begin- 
ning of a thrombophlebitis. Three weeks before ad- 
mission signs of congestive heart failure again became 
evident, and it was noted that he had, I assume, 
bilateral ankle edema. He suffered from nosebleeds, 
and his doctor noted, besides the signs of congestive 
heart failure, purpuric lesions on both legs. Both these 
will be discussed more fully later. It is not stated in 
this history whether the patient had fever. 

Physical examination on admission to the hospital 
showed signs of congestive heart failure, and there 
were murmurs and other signs of mitral stenosis. The 
liver was enlarged, and the purpuric rash was still seen 
over the legs, though the edema had gone. For the 
first time the temperature was reported to be elevated, 
with the same pulse rate as noted previously. 

The important findings in the laboratory work are 
that there were no red cells in the urine, no anemia 
and an elevated white-cell count, without an ASC 
in neutrophils. The bromsulfalein retention and ceph-. 
alin flocculation tests indicated, I believe,-no more 
than congestion in the liver. The sedimentation rate 
was only slightly elevated. Sputum and throat cultures 
showed no predominant organism, and a sputum speci- 
men was negative for tubercle bacilli. Two blood 
cultures demonstrated Staph. albus. This organism, 
though ordinarily not a pathogen, may on occasion 
act like one and may be the cause of subacute bac- 
terial endocarditis. I do not believe that the electro- 
cardiogram is particularly helpful. It could mean that 
he had a certain amount of coronary-artery disease. 
May we have a review of the x-ray films of the chest, 
Dr. Gibbons? 

*Assistant in medicine, Massachusetts General Hospital. 
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Dr. Joun F. Grssons: The first films of the chest 
and another set of films made three days later show 
moderate prominence of the pulmonary artery of the 
cardiac silhouette but no gross cardiac enlargement. 
The lungs are emphysematous; both leaves of the 
diaphragm are low, and the anteroposterior diameter 
of the chest is increased. The size of the right upper 
lobe is diminished, and extensive linear densities ex- 
tend from the lung roots to the periphery in this lobe. 
There are several smaller scars in the left upper lobe. 
In the left costophrenic sulcus there is an irregular 
shadow of increased density, which, over a period of 
three days, increased in density but not in size. 

The densities in the upper lobes could well be the 
result of old, inactive tuberculosis. The shadow in the 
left costophrenic angle seems to represent a more 
acute process since it had diminished in size and al- 
most completely disappeared on a film made twelve 
days after the original roentgenogram. 

Dr. Homans: Could the shadow in the left costo- 
phrenic angle represent a small pulmonary infarct? 

Dr. Grpzons: Yes; that is possible, although not 
definite. 

Dr. Homans: In summary, this man with rheu- 
matic heart disease, though he had his first symptoms 
of congestion ten years before admission, failed rapidly 
and died in three weeks. The ordinary reasons for 
such a course are the development of recurrent rheu- 
matic fever, subacute bacterial endocarditis or some 
pulmonary or systemic infection. I am given no leads 
to infection outside the chest. The chest x-ray films 
apparently showed only old tuberculosis, and one 
sputum study was negative. As far as rheumatic fever 
is concerned, it may exist with no symptoms at all or 
with just a low-grade fever. Evidence of rheumatic 
activity is often found at autopsy when there was no 
clinical suspicion of it. Nosebleeds may be evidence 
of a rheumatic state. The patient ran an elevated 
pulse, but it was not stated what his temperature was; 
in the hospital, the temperature and pulse seemed 
about in proportion. _ 

I favor bacterial endocarditis as the cause of this 
patient’s terminal illness. There were two positive 
blood cultures out of four, and although it is possible 
» that the organisms were contaminants, I shall ac- 
cept them at their face value. He had a purpuric 
rash on the legs that was present with or without 
edema and may have represented the only evidence 
of embolic phenomena. The elevated white-cell count 
and sedimentation rate do not rule any infection in 
or out. The spleen does not enter into the discussion 
since it was absent, unfortunately. It was not stated 
in what dosage antibiotics were given, so the fact that 
they were used does not necessarily rule out bac- 
terial endocarditis. 

On the fifteenth hospital day immediately after us- 
ing a bedpan (the classic circumstance for having a 
pulmonary embolism) the patient had a pain, which 
could have been due to embolism or coronary occlu- 


CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL 


113 


sion. Unfortunately, the pain of pulmonary embolism 
can mimic the pain of coronary occlusion, or the 
embolism may set off a coronary occlusion, so that 
without evidence of acute cor pulmonale on the elec- 
trocardiogram and on physical examination, or electro- 
cardiographic evidence of an acute myocardial infarct, 
I see no way to distinguish these two. I now go back 
to the episode of swelling of the right calf, which, 
with the terminal episode, I think favors embolism. 
This brings up the possibility that the entire story 
was due to repeated attacks of pulmonary embolism. 
It is certainly possible though I do not see how the 
diagnosis could be made positively. There was no 
report of physical examination of the legs except the 
note that they showed no edema. There is only one 
possible, small infarct shown in the lungs. Of course, 
the fact that there were no more infarcts does not 
preclude the possibility of emboli, for the emboli them- 
selves cast no shadows. The description of the fever 
does not state whether it was steady or whether there 
were periodic spikes of temperature, pulse and respira- 
tions. He died in three hours, which is consistent with 
either embolism or coronary thrombosis. 

My impression is that this man had rheumatic dis- 
ease with mitral stenosis. I think that bacterial endo- 
carditis developed and that the terminal episode was 
a pulmonary embolism coming from a thrombophle- 
bitis present in the legs. 3 

Dr. WINFIELD S. Morcan: Dr. Rasmussen, would 
you tell us the opinion on the ward? 

Dr. Howarp RasmussENn: The initial impression 
on the ward was that this man had rheumatic heart 
disease with mitral stenosis and congestive heart fail- 
ure. In addition he was thought to have an acute 
pneumonitis and possibly subacute bacterial endocar- 
ditis. After a series of blood cultures antibiotics were 
started for the presumed pneumonia. He never re- 
ceived these drugs in adequate doses for treatment 
of an endocarditis. The fever did not disappear on 
this therapy, and this fact, together with the clubbing 
and unexplained purpura, worried us. The question 
of possible cirrhosis of the liver was raised by the hep- 
atomegaly, the history of alcoholism and the abnormal 
values of the chemical tests of liver function. Our 
impression of the terminal episode was similar to that 
of Dr. Homans — that is, either pulmonary embolus 
or acute coronary occlusions. 


CLINICAL DIAGNOSIS 

Rheumatic heart disease, with mitral stenosis and 
congestive heart failure. 
Acute pneumonia, ?subacute bacterial endocarditis. 
?Cirrhosis, 
Acute myocardial infarction or pulmonary embolus. 
Dr. JOHN HOMANS, JR.’s, DIAGNOSES 

Rheumatic heart disease, with mitral stenosis. 
Bacterial endocarditis. 
Pulmonary emboli from thrombophlebitis. 
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ANATOMICAL DIAGNOSES 


Rheumatic heart disease, old, with chronic endo- 
carditis of mitral and aortic valves (bicuspid). 

Acute bacterial endocarditis, Staph. aureus, mitral 
and aortic, 

Marked narrowing of coronary ostium. 

Bronchiectasis, right upper. 


PATHOLOGICAL DISCUSSION 


Dr. Morcan: At autopsy there was no evidence 
of any significant degree of congestive heart failure, 
and the pleural and peritoneal cavities were free of 
fluid. The liver was moderately heavy, weighing 1900 
gm., and microscopical study showed moderate acute 
congestion. The kidneys were normal. The lungs were 
slightly edematous and congested and weighed 1000 
gm. In the right upper lobe, corresponding to the 
area of increased density in the x-ray films, there 
was considerable bronchiectasis, with adjacent chronic 
pneumonitis and fibrosis. The reason for the bron- 
chiectasis was not found, and it appeared to be of 
rather long duration. There were no 
emboli. 

The heart was within normal limits in size, weigh- 
ing 330 gm. Although the mitral valve showed evi- 
dence of old rheumatic involvement, with thickening 
and shortening of the chordae tendineae and focal cal- 
cification, the orifice was not greatly narrowed, and it 
admitted 2 fingers freely. At one commissure, over- 
lying a fibrous and partially calcified portion, there 
was an ulceration measuring 0.3 by 0.7 cm. coated 
with soft, reddish-gray, fibrinous material. The aortic 
valve also disclosed old rheumatic disease and con- 
tained rounded, calcareous deposits on the sinus side 
of the cusps. The anterior and posterior cusps were 
fused, forming a bicuspid valve, and there was an 
area of ulceration similar to but smaller than that 
found on the mitral valve. Microscopical sections 
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through both valvular ulcerations revealed dense col- 
lagenous thickening of the leaflets and vascularization» 
reflecting the original rheumatic injury, with a super®”” 
imposed endocarditis consistent with about a month’s 
duration. 

The endocarditis was characterized by a superficial 
layer of hyalinized fibrin, with organization and in- 
flammatory infiltration of the deeper portions, the cel- 
lular infiltration being composed of neutrophils, mono- 
nuclear leukocytes and occasional eosinophils. Al- 
though there were relatively superficial foci of finely 
granular calcification that could have represented~ 
calcified bacteria it is unlikely that this change was 
effected by the antibiotic therapy in the short period 


that it was given. No recognizable bacterial colonies 


were observed in any of multiple sections. The ulcera- 
tive nature of the endocarditis, the apparent fact that 
the offending organism was a Staph. aureus and the 
short duration of the illness make it more likely that the 
complication that developed was an acute rather than 
a subacute bacterial endocarditis. No evidence of 
embolization was found in the other organs, and there 
was no glomerulitis of the type frequently seen in cases 
of subacute bacterial endocarditis. 

Concerning the immediate cause of death in this 
man, the autopsy findings permit only speculation. The 
terminal episode was characterized by substernal pain 
and dyspnea lasting twenty minutes and leaving a 
residual ache in the left shoulder and arm. This cer- 
tainly suggests a coronary origin, but examination of 
the heart failed to show myocardial infarction, either 
old or recent, and the coronary arteries were soft and 
widely patent throughout, There was one finding, 
however, that might explain the sudden death—the 
ostium of the left coronary artery was narrowed to 
about 1 mm. by the calcareous deposits on the aortic 
valve. It seems very possible that spasm or some other 

compromised this very small orifice further 
and produced, in effect, occlusion of the vessel, result- 
ing in death. 
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DIASTOLE 


THE June issue of Modern Medicine, the journal 
that appears each month actually prior to its date of 
publication, contains a brief editorial “On Saving 
Time,” by its dynamic and scholarly editor-in-chief, 
Walter C, Alvarez. Dr. Alvarez, who has the capacity 
for doing more interesting and useful things in a 
moment than many men do in a millennium, cham- 
pions, in this instance, the policy of utter efficiency, 
whereby the talented and the highly trained, in their 
daily activities, perform only those deeds that require 
their specialized talents and training, and perform 
them unremittingly, leaving all ancillary tasks to less 
accomplished assistants. 

Thus really important surgeons spend their operat- 
ing hours marching and countermarching between. 
two operating rooms where trained teams make in- 
cisions through which the craftsman executes his 
deeds of skill and daring, and on his clocked depar- 
ture close them again. Electronic dictating machines 
are recommended for the really busy physician, and 
trained squads of secretaries who, like vestal virgins, 
tend incessantly the fierce fire that burns within the 
master mind. For not a moment of the leader’s 
precious time must be wasted ere he falls victim to 
the inevitable coronary debacle or suffers too many 
and too large bites from the cerebral cortex. 

The idea of an environmental subservience to the 
supercreature has its fascinating side, like the con- 
templation of those efficient machines with their sup- 
porting teams that print newspapers, weave textiles 
or paste the labels on tomato cans. But are there not 
two sides to every argument? Attractive as the con- 
cept of total efficiency may be, is it not somewhat im- 
practical as well as a trifle merciless when applied to 
the human organism? Is it not perhaps essential for 
even the ablest executive to work in a sort of crude 
rhythm, with periods of magnificent accomplishment 
alternating with interludes, however brief, of per- 
forming from choice the simplest and most mechanical 
tasks? 

It may actually increase his effective working time, 
over the years, if the eminent surgeon, physician or 
executive occasionally slips off his pedestal and re- 
flects on the importance of being unimportant—an 
ancient aphorism but one that still occasionally ap- 
plies. Wordsworth, in recommending the spatial limi- 
tations of the sonnet, notes that one of the most in- 
defatigable of nature’s workers observes the same 
rules of alternating ee 

i the of F F 
Will the pe in bells 

Efficiency, the god of mechanical achievement, has 
its sinister aspect like other pagan idols. It is the god 
of the assembly line and the superhighway and the 
epinephric thrill of going places fast. It is re- 
sponsible for an obsessive belief in the necessity of 
working intensively in order to save time that can be 
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spent in working still more intensively. It cuts the 
corners, it removes the trees that the road may be 
straightened, it abhors rumination, it is death on 
dalliance, diversification and digestion. 

Even in the face of his requirement that “A very 
busy man should never be doing work which could 
be done for him by a girl,” it may be supposed that 
the very human Dr. Alvarez, to whom general com- 
petence comes easily, might himself give support to a 
movement started in the interest of a salutary degree 
of inefficiency! 


THIRD ANNUAL REPORT OF AMERICAN 
MEDICAL EDUCATION FOUNDATION 


Tue American Medical Education Foundation, es- 
tablished under the auspices of the American Medical 
Association to seek financial succor for the 79 medical 
schools of the country, has recently issued its third 
annual report. The reasons for establishing the Foun- 
dation are too well known to be given in detail here. 
The medical schools have long been faced with in- 
creasing operative costs on account of complicated 
teaching technics and advances in medical science, 
the necessity for increased salaries in order to obtain 
and hold good teachers, and the decline in purchasing 
power of a dollar that is also becoming relatively 
scarcer, so far as education is concerned, as income 
from traditional sources declines. 

The important and encouraging fact brought out 
by the present report is that of continuing progress 
toward the goal of $2,000,000 a year in contributions 
derived from or through the medical profession. For 
the first time the sum collected has exceeded $1,000,- 
000, the gross receipts in 1953 having been $1,089,963, 
representing an increase over 1952 of $183,409, or 32 
per cent. Of even greater importance is an increase 
of 149 per cent in the number of individual contribu- 
tors, from 7259 in 1952 to 18,176 in 1953. 

A considerable part of this sum may be classified 
as automatic giving, since it consists of the $500,000 
that the American Medical Association has so far 
donated each year to the fund. The figures show, 
nevertheless, a generally healthy gain, physicians hav- 
ing given independently $91,392 in 1951, $291,478 in 
1952 and $467,217 in 1953. In the last two years this 
sum has increased substantially over the amounts 
given by medical societies and associations other than 
the American Medical Association, reversing the ratio 
of 1951, when such associations gave $116,380 com- 
pared with the $91,392 given directly by physicians. 
The contributions of associations and societies have 
maintained a substantial level, amounting to $113,- 
232 in 1952 and $118,200 in 1953. 

Total figures show that the physicians of the coun- 
try, through the American Medical Education Foun- 
dation, are slightly in the lead over the National Fund 
for Medical Education, organized to seek contribu- 
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tions from business and industry. Of the nearly $5,- 
000,000 so far made available by the two organiza. 


tions the producers of medical care are responsible” 
for more than its consumers. 


V. A. SAVES MONEY 


Tue Veterans Administration, by operating mental- 
hygiene clinics at a cost 70 to 80 per cent lower than 
that of hospitalization in even the most economically 
operated hospitals, now saves more than $2,000,000 
a year, according to a recent release from the Ad- 
ministration’s Information Service. 

More psychiatrists are needed to man the clinics, 
however, in order to help care for as great a propor- 
tion as possible of the half-million veterans with serv- 
ice-connected psychiatric and neurologic disabilities. 
Only service-connected cases are eligible for both out- 
patient clinic care and hospitalization; consequently 
it is in the most eligible group that this considerable 
saving is effected. 

The medical profession will be unanimous in ap- 
proving this policy of an economy-minded Veterans 
Administration, and it is hoped that the clinics will 
not long lack the necessary psychiatric personnel. 


Adulteration of Castor Oil. — It is hardly pos- 
sible to conceive that any person can be base 
enough, for the sake of enriching himself, to be 
guilty of adulterating articles intended for food 
or medicine; .. . but we will simply allude to the 
fact of the extensive sophistication of castor oil, 
by the use of lard oil. 

Boston M. & S. J., July 19, 1854 


DEATHS 


Burke — Francis R. Burke, M.D., of Quincy, died on 
June 22. He was in his seventy-eighth year 

Dr. Burke received his degree from Hi Harvard Medical 
School in 1903. He was a member of the Massachusetts 
Board of Examining Physicians, Boston Orthopedic Club, 
American Association of Industrial Physicians and Surgeons, 
the staffs of the Quincy and Milton hospitals and oy eae 
land Hospital for Women and Children and was a 
member of the Orthopedic Clinic, Quincy Board of Heth, 
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and a fellow of the American College of Surgeons and the 
American Medical Association. 

He is survived by his widow, a daughter, a son, a sister 
and a grandson. 


WOODBURY — Stillman P. Woodbury, M.D., of Millers 
Falls, died on June 12. He was in his nin th year. 
Dr. Woodbury received his degree from Island Col- 
lege of Medicine in 1887. He was formerly school and town 
oo and was a member of the staffs of Franklin County 
ic and Farren M ial hospitals. 
He is survived by a daughter. 


CORRESPONDENCE 


ART OF LETTER WRITING 


To the Editor: Why such exercise over the lack of medi- 
cal correspondents? the editor tried being one? Ameri- 
can medical literature is of poor quality. y? The two 
agents in the case may be discussed, author and editor. 

Editors, as a group, have demanded a style of scientific 
writing hardly conducive to informal statement. This style 
is absolutely de rigueur: formal, in the third person, “objec- 
tive” and cut to the point of cryptic obliteration. The con- 
tents must have momentary popularity and fit the editor’s 
most recently rearran prejudices. Technical statement 
must be dead lest the personal slip in. 

Now the ndent. He must be pleasing and’ write 
in the editor’s style. He must be aware of the times. Com- 
ing through the route of research, facts and discoveries do 
not make him particularly literate. The medical scientist 
shudders to thi i 
able time trying to find adequate means of expression with 
literary skill! Having selected the journal, he sets out with 
a bag of obscure references and complex and esoteric terms 
to dazzle the reader, calling it objective writing. Making 
it short but not directly dealing with reality, and cloaking 
it in words beyond comprehension, is called scientific. | 
sistence on formal statement has 
be medical writers than anything else. 

In contrast to their American counterparts both author 
and editor have a quite different ap in Great Britain, 
where editors seem to take a less rigid approach to the mat- 
ter; livelier apreae is encouraged, and the future out- 
standing contributor is led to his place by easy stages. Al- 
though much of the output is obviously not too important, 
high standards are maintained. In contrast, our writings are 

ponderous; we take ourselves altogether too seriously! 

What should be done? This old problem is one that at 
nt is being widely discussed. One doubts if much can 
done as long as our training backgrounds, ideals and 
conceptual bases of work remain as they are today. After 
nearly two hundred and fifty years of medical writing, 


American physicians of literary stature number not more 
than six. O. W. Holmes, William Osler and Weir Mitchell 
come to mind 


Editorial encouragement brought forth this epistle. Ob- 
viously of no profound po hy Hg it may at least 
port, though written in current style, to be personal it 
is hoped, lively and of some present joy. . 

ANDERSON NeEtTTLEsuHIP, M.D. 
Little Rock, Arkansas : 


Note: The Journal’s editorial of March 25, “To the Edi- 
tor—” ended with the suggestion that some of the American 


journals “might be a little livelier were their readers to ex- 
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that one of his number would waste valu- | 


TREATMENT OF MIGRAINE 
To the Editor: With great interest I have just read the 
raham 


paper by G on the rectal use of ergotamine tartrate 
and caffeine alkaloid for the relief of — in the June 
recom- 


If the results with these carbowax suppositories (though 
far better than with suppositories containing a cocoa-butter 
base) are not favorable we advocate the addition of 50 mg. 
or 100 mg. of caffeine citrate to each suppository. By the 
addition of this much more soluble caffeine citrate the re- 
liability of this method of treatment increased from about 
60 per cent with cocoa-butter base and over 85 to 90 per 
cent with carbowax base to nearly 100 per cent. 

Several patients also had to take up to 6 tablets of ergota- 
mine tartrate by mouth to relieve an attack and (though at 
first they objected to the use of rectal suppositories) now 
find the method quite efficacious, usually even without the 
addition of some caffeine citrate to the suppositories. 

Our impression, like Dr, Graham's, is that the rectal 
route for this medication is to be preferred to hypodermic 
injections, which many sufferers are often unable to obtain 
just at the onset of an attack. 

Since it is sometimes contended that the content of er- 
gotamine tartrate in these suppositories might decrease by 

only freshly pressed suppositories are delivered by 
the chemist, and not more than 6 at a time. 

The polyethyleneglycol suppositories dissolve in the rec- 
tum. Because the melting point of the carbowax base is 
between 40 and 50°C., it is not necessary to keep them in a 
refrigerator. They are carried in the handbag as easily as 
tablets. 

L. A. Westy, M.D. 
Medical Adviser 
Sick Clubs 
Rotterdam, Holland 


EVALUATION OF POLIOMYELITIS-VACCINATION 
PROGRAM 


- To the Editor: The vaccination of childrer 
first step in the poliomyelitis-vaccine field trials 
the National Foundation for Infantile Paralysis, has now 
been completed. The successful launching of the project is 
due substantially to the splendid voluntary co-operation of 
medical societies and practicing physicians in the trial areas. 


1, which is the 
by 


An outline of procedures and copies of necessary 2 
have been sent to local and state health authorities. It is 
important that physicians in areas where vaccinations were 
not given co-operate in the study by notifying local or state 
health officers of 


cases occurring among children who 


| 
| 
| 
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mendation of suppositories containing a cocoa-butter base 
and with a dosage of 1 mg. of ergotamine tartrate and 100 
mg. of caffeine alkaloid, we dispense pressed 
from a polyethyleneglycol base consisting of carbowax 1500, 
1 gm., or 4000, 2 gm., with a finely crushed tablet of 1 
2 | mg. of ergotamine tartrate (these tablets being the sole 
; supply of ergotamine tartrate in the Netherlands). 
More than 600,000 children have received 3 inoculations 
in the field test of the trial vaccine sereeeer by Dr. Jonas 
E. Salk, of the University of Pittsburgh. e emphasis now 
e shifts to the evaluation study under the direction of Dr. 
Thomas Francis, Jr., University of Michigan School of 
Public Health. The validity of evaluation is dependent on 
dats. gathered on, cases the test 
cluding children in the first three grades of school who did 
not get vaccine. 
Data on cases among family members of participating 
children are an integral part of the study. Because the num- 
ber of cases of poliomyelitis among test groups may not be 
large it is essential that all cases be completely reported. 
Early diagnosis, pt reporting and follow-up study and 
the obtaining of necessary epidemiologic information and 
laboratory specimens are important factors in the evaluation. 
of correspondence.” — Ep. r those who go to summer camps. Local health officials also 
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need information on 
jections of gamma gl 
This phase 


ting children who receive in- 
of the oto is largely dependent on the whole- 


of practi ysicians. 
t E. Van River, M.D. 
Medical Director 
National Foundation for Infantile Paralysis 
New York City 
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was voted to 
L. Lalime, Chelmsford, Mas- 


C. Cocurang, M.D. 
Secretary 


=. registration of Dr. 
sachusetts, because of ill 


State House 
Boston 


Funktionelle Atmungstherapie: Dynamik — Leistungsfahig- 

Versagen des Atem-Stimm-Apparates. Bronchial- 

asthma und feut fur fuskvoneli By Dr. med. Julius Parow, 

ir funktionelle Atmungstherapie der Kran- 

versi Berlin (West). 8°, paper, 126 pp., 

with 29 illustrations. Stuttgart: Georg Thieme, 1953. 

12.90 (Distributed by Grune and Stratton, New York.) 
This concise monograph on functional respira AB geo 

ment is divided into six main parts, including the i 

defective respiration, the lung, bronchial 

and treatment in general and in emergencies, 


Diseases assistant 


J. Crossen, M 
cal gynecology obstetrics, Washi 


essor of ngton 
niversity Schoal of eT section head “Of Unit I Ob- 
stetrics and Gynecology. Louis City Hospital, assistant 


and St. Louis Mater- 
t, St. Louis Children’s 


ecologist and Barnes 


oe hospitals, assistant gyneco 

y gynecologist and obstetrician, St. Luke’s 
pial Tenth edition. 4°, cloth, 935 pp., with 990 illus 

_ St. Louis: C. V. Mosby Company, 1953. $18. 50. 

textbook was first issued in 1907. The pre- 

vane salons ted in 1942, was reprinted six times until 
1948. This ‘edition has been y revised to include the 
latest advances in the subject. Lists of references oe 
pended to the chapters; there is an extensive index, and 
publishing is good. The book should be in all collections on 


Spatial Vectorcardiograph Gomme E. MOD., 
ry 


Gronvich, 
neering, Universi 

173 pp., with 121 
Febiger, 1953. $5.00. 


of the American Medical 
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1952. It includes a summary of studies 

e 
Hospital of Louisiana at New Orleans, A short bibliography 
concludes the text. The omission of an index detracts froth” “s 
the value of the book. 


Health 1953. by Oliver E. Byrd, Ed.D., 
M r of health education and director. Depart- 

by David K. president, American 

th Education, University 

of Texas. 8°, cloth, 260 pp. Stanford, California: Stanford 
Press, 1953. $3.50. 

ear » now in its eleventh year, ormerly 
called the Health Instruction Yearbook. In this. issue 281 
articles are abstracted from 101 different journals, special 
reports and other sources, the work of more than 300 authors 
and committees and health th groups, The material is divided 
into 21 categories. There is a ist of all the articles and 
indexes of authors and subjects. The series should be in all 
collections on the subject since it is a stan reference 
source. 


Rh-Hr Blood Types: Applications in clinical and legal medi- 
cine and anthropology. Selected articles in immunohema- 
tology. By Alexander S. Wiener, M.D., senior serol 

prcir of the Chief masse Examiner of New York City, 


York 


immunohematol Adelphi 1 
tending transfusionist, 


blood types — which so much has ce written in the 
past dozen years. Unfortunately, this book does not fulfill 
such a need. It is merely a collection of 84 reprints by one 


of the ranking serologists in the country, who has contributed 


a _— number of articles on this subject. Even the selection 
of these has not been good. They merely reiterate the con- 
troversies of nomenclature and fail to 
confusion in the Rh-Hr blood types. The au 
no effort to review and condense his own or other work and 
to bring it up to date. This collection of reprints can there- 
fore have little more than historical value. It cannot be 
recommended. 


From Fish to Philosopher. By Homer W. Smith, M.D., 
y 
Dr. Smith th traces the evolution of man through the 


H: ensive Diseases: Causes and control. Henry A. 
bild- Sctroed professor of director, 


= Wagon Division, D ent of Internal Medicine, 

ashin ty ool of Medicine, cur, 8 cloth, 

BID pp, PP., ‘with 164 i an ored plates. Phil- 

. Schroeder on a long-term study of 

with of developing a 


To the Editor: At the mee 
rge 
BOOKS RECEIVED 
The receipt of the following books is acknowledged, and ee 
this listing must be regarded as a sufficient return for the 
courtesy of the sender. Books that appear to be of particular 
interest will be reviewed as space permits. Additional infor- 
mation in regard to all listed books will be gladly furnished 
on request. 
— 
ition Of tne Kidney—irom tne protovertebprates tO the Mam- 
mals and man. The text is based partly on studies in com- 
pee physiology of the kidney made by the author ga 
core thirty years of research. It is the study of the earth 
wait life through 600,000,000 years of evolution, There is a 
| special chapter on The and 
nical occu ere 
Unit, Charity Hospital of Louisiana at New Orleans, con- 
cian, Touro | 
| Louisiana School of Medicine, and assistar ioe 
ical 
6) 
| 
| 
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emotions and personality in relation to hypertension, Dr. 
Perry on unds of “ni Dr. Davies on hermonal 
factors, and nd. Dr. Gibbs on pheochromocytoma. Bibliogra- 


phies are id subject to the chapters. There are indexes of 
and the publishing is excellent. 
book in all medical libraries and in ail private 


Anatomy and Surgery of ne. By Leo *. Zimmerman 
M.D., professor co-chairman, D epartment of 
Surgery Chicago Medical School, and surgeon, 

el R Reese, Cook County and Chicago Memorial hos- 
pitals; and Barry J. Anson, Ph.D. (Med. Sc.), professor of 
anatomy, Northwestern University Medical ool, and 
member of attending staff, Passavant Memorial Hospital. 4°, 
cloth, 374 pp., with 204 illustrations. Baltimore: Williams 
and Wilkins Company, 1953. $10.00. 

This new book on hernia is comprehensive in scope and 
includes all , with special emphasis on the two common 
and femoral. The adios of the anatomy of 
the rage Bearer i are on the observations made on 
a large number ‘of actual eswisiadia: The pertinent literature 
has been ave and lists of references are appended to 
the chapters e publishing is excellent, and the book is 
well illustrated: It should be in all medical libraries and in 
the collections of surgeons. 


The Management of Pain: With special emphasis on the use 
Senge ge block in diagnosis, prognosis, and therapy. By 


nica, M.D., tor, a no of Anesthesia, 
acoma General and Pierce County h clinical as- 
, Department of Anatomy, Univeraity Washington 


sociate 

Medical School, Seattle, Yen “send senior consultant in 
‘Madigan ital, American Lake 
Veterans A nitration estern State Hospital 
Northern Pacific Hos octors ashington, 4° and Uni 
States Penitentiary 4°, cloth, 1533 


This comprehensive treatise on pain and its management 
is divided into 6 main categories and subdivided into 
7 chapters on fundamental considerations; methods 

— the analgesic block and others; pain syndromes, i in- 
slodiag pain of neurogenic origin — neuralgias, causalgia 
and related conditions; and pain consequent to peripheral 
vascular disease, of somatic origin, of visceral origin and 
allied disorders, and associated with cancer and other neo- 
Pits The introduction is a short history of the subject 

of references are appended to the chapters, an ere 


is an extensive index. valuable reference book should 


medical libraries and available to all physicians and 
It is not out of date before publication, containing 
as it gid fundamental information. e price is not exces- 


professor der niversi ‘ool of Medi 
cine, chief, Department of BY, 
Hos 


rnecologist, Palmer Memorial H 


and Towpt ogist, Massachusetts De ent of Public pak 
fer at Pondville, Massachusetts; 

D., assistant clinical professor of gyne- 
tbe hedical ool, assistant surgeon, Massa- 
chusetts Gen Moepital, gynecologist, Massachusetts De- 
—. of Public Health and Hospital for Cancer at Pond- 

surgical urgery, Harvard 
Medical School and Peter Ben t Brigham Hospital, Boston. 
4°, cloth, 231 pp., with VR oy lates. Philadelphia: W. B. 


Saunders Com y, 1953. $1 
_The ‘thors pr 


esent the operations of choice in their in- 
n use, The contents are di- 
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the surgery of malignant conditions differs in scope and 
magnitude from that of benign tumors. The various opera- 
tions are illustrated with drawings accom aoe by step-by- 
step instructions. There is an index, and the as is 

The price is not excessive for this type of book, which | 
should be in all collections on the subject. 


Streptococcal Infections, Edited ~ yn McCarthy. 
Symposium held at the New York Fh wo of Medicine, 
February 25 and 26, 1953. 8. cloth, 218 pp., with illus- 
trations. New York: Columbia niversity Press, 1954. $5.00. 
(Symposia of the Section of Microbiology, New York Acad- 
=“ of Medicine, No. 7.) 
he fifteen papers comprising this volume cover the vari- 
ous aspects of streptococcal disease, including biol “Blottogra seat 
cal, epidemiologic and preventive) and therapy. 
~ are appended to the papers, and each paper seorides 
Folly, Her tom summary of its subject. The series issued by 
emy should be in all medical libraries. 


The Practice 
D.DS., attend 
Maryland, ief of anesthesio. 

Baltimore. Aad a preface by Juan hite 1953.’ 

8°, timore: 


escri 
The lack of an 
index detracts from the value of the book. 


diovascular 
ysician, Touro In- 

p., with 


: table. ication es C Thomas. 


Meningiomas of the Posterior Fossa. By Francesco Castel- 
and Giovanni Ruggiero. 8°, paper, 177 PP with 129 
illustrations. Stockholm: Acta 3. Sw. Kr, 


30; — Sw. Kr. 35 — (Supplement 104 to Acta Radi- 


ologica. 

condition observed in the neurosurgical and roen 
departments of the Serafimer Hospital, Stockholm, Sweden, 
during the period 1925-1951. The literature on the subject 


has been surveyed, there is a bibliogra 182 ref- 

erences. The is well ill there is a 

good index. 

essor of dermatology ogy, 


e, 
of 
of 
.D. 
75. 
ge 
ateernteninti pontine of balanced anesthesia, with a historical review of the subject. 
There is a bibliography of 197 references. The text is 
divided into four and balanced 
A Primer of Congestive Heart Failure. By George E. Burch 
M.D., Henderson Professor of Medici 
of Louisiana School of Medicine, phy 
Unit, Charity Hospital, consultant 
eases, Ochsner Clinic, and visiting 
NI ¢ a ar) hed Oth ‘ 
Or. - A discusses the mechanism and management of 
congestive heart failure, one of the most common diseases. 
Three of the chapters—more than half the text—deal with 
treatment. Separate chapters are devoted to two remedies 
used most often: digitalis and the mercurial diuretics. The 
primer has been written for the student, the young graduate 
and the general practitioner of medicine, Lists of references 
are appended to the four chapters, and there is an index. 
Boston University School of Medicine, 
: : Unit of Diseasés of the Skin, Boston City Hospital, derma- 
vided into three parts: abdominal operations; vaginal and rag, ay Massachusetts Memorial, St. Elizabeth’s, 
perineal operations; and operations for carcinoma. The last St. “oer and St. mae ac hospitals; and consultant in 
part, on radical surgery, is included as a separate unit because dermatology, New Medical Center, Metropolitan 
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por ital and hee States Public Health Service. 8°, 

2 illustrations. eld, Iilinois: 
Charlee C amas, i953. $4.25. cation No. 182, 
American Lecture Series.) 

e author, a well known dermatologist, has summarized 
lectures delivered at two medical schoo peor the material 
is based on years’ observation in Boston hospitals. Dr. 
Downing stresses the importance of early recognition and 
proper treatment of skin eruptions occurring in connection 

systemic diseases. The text is divided into 13 chapters; 
there is a list of references and a very good index. This 
monograph should be available to the general practitioner. 


Review of Physiological Chemistry, By Harold A. Harper, 
Ph.D., professor of biochemistry, University of San Fran- 
cisco, lecturer in surgery, pe cp of California School of 
Medicine, San Francisco, and biochemist consultant, Meta- 

c Research Facili . United States Naval Hospital, Oak- 
land and St. Mary’s ospital, San Francisco. Fourth edition. 
4°, paper, 328 pp., with 29 tables and 15 illustrations. Los 
Altos, California: University Medical Publishers, 1953. 
$4.00. (Lange Medical Publications.) 

This review, published in 1939, has been revised and 
expanded in this Goeth edition. It is intended to serve as a 
supplement os the standard textbooks on biochemistry and 
as a compani for cl a It has been translated 
into Pea gg ‘There i is a good index. 


The Practical Management of Diabetes. By Edward Tolstoi, 
M.D., associate essor of clinical medicine, Cornell Uni- 
versity Medical College, attending physician and chief, 
Diabetic Hospital of the New York Hospital, consulting 
consulting orw: ospi orwalk, 
necticut. 8°, cloth, 03 Pp pp. S eld, Illinois: Charles C 
Thomas, 1953. $3. 25. (Publication No. 199, American 
Lecture Series.) 

The author describes and discusses his method of treat- 
ment of diabetes with protamine insulin that he has used for 
the past fifteen years. There is a bibliography of 70 refer- 
ences. 


Narcotics and Narcotic Addiction. By David W. Maurer. 
.D., professor of English and the humanities, University of 
Louisville, lecturer on narcotic addiction and criminal argots, 
Vogel, M Police and Victor 
, M.D., m officer in e, European ac- 
tivities, United States Public Health Service, 
8° cloth, 303 pp., with 9 illustrations and 10 tabl <= i 
field, Illinois: Charles C Thomas, 1954. $7.50. te 
tion No. 169, American Lecture Series. 


to cause and 
chapters have to do with the identification of png an 
proof of addiction, treatment, legal controls, narcotic addic- 
tion, crime and youth. The text is concluded with a glossary 
of terms used by underworld 


commonly 
This unusual book should be in 


The stive Tract in Roentgenology. By Jacob Buckstein, 
MD. essor of Uni- 
versity Medical ollege, visiting 


Tract Division), Bellevue Hospital New Yok Yok 
ing gastroenterologist, Beth David d Hospital, N New York City, 
consultant, ta, ‘Nerwal, State Hospital, New York, Nor- 
walk General H orwalk, Connecticut, and Good 
Hospi New York. In 2 vol 


uffern, umes, 
°, cloth, Vol. 1, 3 Dp. with 422 illustrations, Vol. 2, 
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with 475 illustrations. B. 
The first edition of this comprehensive special work 
published in 1948. The author in this new edition vee 
added a large amount of material and has brought the litera- 
pont to date. Lists of references of are 
ed to the 65 c’aapters, and there are indexes of 
author and subjects. work ts an ‘onal survey 
t knowledge of the subject. The volumes should 
in ait collec collections on the digestive tract and roentgenology. 


Nursing: Trends and By Eugenia 
Spalding, D.H.L., essor of nursing edu- 

pt Division of Nursing Education, Teachers College, 

Columbia University. Fifth cloth, 636 

52 illustrations. elphia: J. B 

1954. $5.00. 

This comprehensive book on was 
first published i in 1939. This fifth editen' has thorough- 
ly revised, although the same views on general 
hy and wing, The text includes an introduction 

4 units on the social and essional 
outlook, ch a field and succeeding in it, professional 
organizations activities, and , personal and 

essional, including legal relations, responsibilities, prob- 

er economic — and the development of the individu- 

ity. references are appended to the chap- 

ex. The book is well published 
should be in all collections on nursing. 


Vitamine, Hormone, Fermente: Ein Buch fiir Arzte, Biologen 

und nr gry Io By Dr. med. Rudolf Abderhalden, private 

lecturer on physiology, pathology of hormones, vitamins and 

enzymes, Universitat — Fourth edition revised. 8°, cloth, 
: Benno Schwabe 


307 pp., with 30 ta and Com- 
pany, 1953. Geb. Fe 1750. 

is new ition of a standard work first published in 
1943 has been com revised. The book should be in all 


collections on the subject. 


Clinical Coeineten, Number 2. By Anthony F. DePalma, 
ith the assistance of 5 associate 


a lvisory editors. Wi 
232 illustrations. . B. ‘Lippincott 
1953. Single number, Bg iption basis, $5.00. 


This new number of a ores reference serial contains 


Thoracic Sur, By Richard H. S associate. 
clinical professor ok Harvard Medical School. Sec-_ 
ond edition. 8°, ‘cloth 381 illustrations by 


Jorge Saunders Com- 
pany, 1934 recognized authority first 
known a au was 
published in 1950. This second edition has been 
and the tn arp cn up to date; the revision includes 
procedures and terations in others, making it necessary 
pe reset the entire text. Also, the illustrations have been re- 
vised. is a thoroughly ‘practical book by a master in 
Wie fold, gad 
tations. The and Gis back 
mended for all medical libraries and to surgeons interested 
in the subject. 


are. 
David Nachmansohn, M 

University’ College of Phra 


of the Fourth Conference, 


“pa! Transac 
d 6 1953, Princeton, New 
and Surgeons. 


series snouid be in all medicz Draries and in ortno- 
collections. 

PSpe: iv or overnmen 1a) ANG aw-enrorcemen OTe 

ficers, social workers, udses, attorneys, the clergy and other 

interested persons. ee chapters deal with opiates and 

| 


Vol. 251 No. 3 


cloth, 224 PP. with 54 illustrations. New York: Josiah 
Macy, Jr., Foundation, 1954. $4.00. 

The subjects discussed at this conference were the mech- 
anism of visual, auditory and sensory receptors. Twenty-two 
persons took part in the proceedings. Lists of references are 
appended to the papers. These publications of the Founda- 
tion are essential reference sources. 


Thoracic Surgery and Related Pathology. By Gustaf E. Lind- 
skog, M.A., M.D., William H. Carmalt Professor of Surgery, 
Yale University School of Medicine, and surgeon-in-chief, 
University Service, Grace-New Haven Community Hospital; 
and Averill A. Liebow, M.D., professor of pathology, Yale 
University School of Medicine, and pathologist-in-chief, Uni- 
versity Service, Grace-New Haven unity Hospital. 8°, 
cloth, 644 pp., with 285 illustrations. New York: Appleton- 
Century-Crofts, Incorporated, 1953. $15.00. , 

This new book summarizes the available knowledge on 
thoracic surgery and related conditions. Dr. William E. 
Bloomer writes on the he omg esd: function and its clinical 
evaluation, Dr. Frederick C. Waring, Jr., on the treatment 
of congo? tuberculosis, including therapeutic pneumo- 
gee oleothorax and pneumoperitoneum, and Dr. Ralph 

. Alley on 


operative care. Lists of references are appended to the 
chapters, and there is a good index. The publishing is ex- 
cellent, and the book is recommended for all medical li- 


braries and to surgeons interested in the subject. 


Maternal Dependency and Schizophrenia: Mother and 
daughters in a therapeutic group. A group-analytic = 
By j Abrahams, M.D., and Edith Varon, M.A., M.S. 
8°, cloth, 240 pp. New York: International Universities 
Press, Incorporated, 1953. $4.00. 

This report presents a study of a group of 7 mothers and 
daugliters. The research was done at St. Elizabeth’s Hospi- 
tal, Washington, D. C., with funds —= by the Veterans 
Administration. ere is an appen on group psycho- 
therapy carried out with members of ‘families, a procedure 
that began as early as 1943, and a egg! on this 
method of treatment. The text concludes with a bibliography 
of the Veterans Administration Group Psychotherapy Re- 
search Project. 


Clinical Endocrinology. By Karl E. Paschkis, M.D., asso- 
ciate professor of medicine, assistant professor of physiology 
and director of the Division of. Endocrine and Cancer Re- 


efferson Medical 
ustrations. New 
ul B. Hoeber, Incorporated, 1954. $16.00. 

book d 


Pneumonia. By Hobart A. Reimann, M.D., visiti es- 
sor of medicine, American University of Beirut, Lebanon. 
8°, cloth, 236 pp., with 16 illustrations. Springfield, I!linois: 
Charles C Th 1954. $5.7 (Publication No. 160, 
American Lecture Series.) 


BOOKS RECEIVED 


ative preparation, operative and post- ~ Prof. Dr. Med 


121 


In this monograph the author summarizes all the various 
types of pneumonia. Special attention is given to the pneu- 
mococcal, viral and new types of the disease. The etiology, 
pathogenesis, pathology, symptoms and treat- 
ment are discussed in that order. References are appended 
to the section on each type of pneumonia, and there is a 


good index. 


Connective Tissues: Transactions of the Fourth Conference, 
February 18, 19 and 20, 1953, Princeton, New Jersey, Edited 
by Charles Ragan, M.D., associate professor of medicine, Co- 
lumbia University, College of Physicians and Surgeons. 8°, 
cloth, 197 pp., with 61 illustrations. New York: Josiah Macy, 
Jr., Foundation, 1953. $3.75. 

The participants in this conference discussed the general 
areas of agreement reached in the conference group, isolation 
and characterization of mammalian striated myofibrils, the 
effect of vitamin A on organ cultures of skeletal and other 
tissues, and the outline of problems to be solved in the study 

connective tissues. Eleven persons took part in the con- 
ference. Lists of references are appended to the papers. 


“Unternehmerkrankheit,” Entstehung und Verhiitung. By 

. Dr. . M. Hochrein, and Doz. Dr. Med. Habil. ; 
Schleicher. 8°, paper, 60 pp., with 17 illustrations and 3 
tables. Stuttgart: Georg Thieme, 1953. DM 4.80. (Dis- 
tributed by Grune and Stratton, New York.) 

The authors in this interesting monograph discuss the 
etiology and prevention of the so-called man s disease, 
affecting executives between the ages of fifty and sixty years. 
The text is divided into 2 main parts: diseases of workers 
and the prevention of circulatory disturbances. A number of 
interesting tables are presented in the first part. One shows 
the s of life of 18 years, in the early iron and bronze 
period, to 66.8 years in 1947. Two others depict the deaths 
during the period from 1910-1940, and days lost from wor 
and both show that heart and cardiac-kidney conditions ] 
all other diseases. An analysis of 157 cases of heart con- 
ditions, during the years 1949-1952, showed that executives 
and professional persons comprise per cent. This im- 
portant monograph should be in collections on industrial 
medicine and cardiology. 


_ Regional Block: A handbook for use in the clinical practice 
i M.D., direc 


of medicine and surgery. By Daniel C. Moore, M.D., - 
tor, Department of Anesthesiology, Mason Clinic, and chief 
of anesthesia, Virginia Mason Hospital, Seattle, Washington. 
4°, cloth, 373 pp., with 262 illustrations. Springfield, Illinois: 
Charles C Thomas, 1953. $11.00. : 

This book is written primarily for the general practitioner 
and the beginner in anesthesiology and therefore does not 
cover all phases and methods of regional anesthesia. The 
material is divided into three parts: fundamental considera- 
tions; nerve-block anesthesia; and spinal (subarachnoid) 
and caudal (epidural) ae oy Step-by-step illustrations 
of procedures are featured. There is a good index. The book 
should be in collections on the subject. 


The Principles of Thoracic Anaesthesia: Past and present. 
By William W. Mushin, M. A. (San), M.B., B.S. (Lond.), 
M.R.C.S., F.F.A.R.C.S., D.A., director of anesthetics, 

] 


Board, 
diff. 8°, cloth, 172 PP. with 193 illustrations. Springfield, 
Illinois: Charles C Thomas, .50. 

This excellent monograph considers the general subject 
of thoracic anesthesia, with special emphasis on the instru- 
ments and apparatus used.: The text is divided into 3 parts: 
the pneumothorax problen’ and its solution; the historical 
background; and methods in. use today. Lists of references 
are appended to the chapters, and there is a good index of 
authors and subjects. e text is extensively illustrated. 


|| 
search, Jefferson Medical College, chief of Endocrine Clinic, 

Jefferson Medical College Hospital, and attending endo- 

crinologist, St. Christopher’s on for Children, Phila- 

delphia; Abraham E. Rakoff, M.D., clinical professor of 

obstetric and gynecologic endocrinology, — Medical 

College, endocrinologist to the Hospital Laboratories, Jef- 

ferson Medical College Hospital, and guest lecturer in gynecic 
endocrinology, Paper unset of Internal Medicine, University 

‘of Pennsylvania School of Medicine; and Abraham Can- iniicescibacieiiiihnietd 

Colleg 

ollege. 
York: 
In this 

various endocrine organs and their anatomy, physiology an 

diseases. There are chapters on obesity and on procedures Cardiff Hospitals, and consultant adviser in anesthetics, 
and methods, and the text concludes with a useful list of Welch Regional: Hospital Board; and L. Rendell-Baker, 
commercial hormone preparations. Bibliographies are ap- M.B., B.S. (Lond.),-M.R.C.S., D.A., consultant anesthetist, 
pended to the chapters, and the pertinent literature is noted United Cardiff Hospitals and Welsh Regional Hospital 
throughout the text. There is an extensive index, and the 
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inting was ind the publishing is excellent, The 
5 the publishing is excell e 
should hed in collections anesthesia and thoracic 


NONCLINICAL NOTES 
APPOINTMENT OF DR. ELKIN 


Dr. Milton Elkin, of Boston, has been ap 
of radio College of Med inc of Yeshiva ology, 


Yeshiva Universi 
York City. his degree from 
Medical in 1941. 


RHODE ISLAND HOSPITAL APPOINTMENT 


Me Henry McCusker has been appointed assistant direc- 

Rhode Island Hospital, and tor, Department of 
Poq-Graduate ie chief, D 

c er was formerly surgeon-in epartment 

of Orthopedic S and Fractures, Rhode Island Hos- 

tion, and for the past year n consulting — 

surgeon for several Rhode Island hospitals. 


TERANS ADMINISTRATION HOSPITAL 
MEDICAL TRAINING PROGRAM 


A residency-training program and other essional edu- 
cational training will ae instituted at the Veterans Admin- 
istration Hospital, East New Jersey, about 
under the direction of a medical ee 
Dr. Bernard J. Pisani of Englewood, i hoe 


MEAD JOHNSON SCHOLARSHIP AWARD 


The Mead Johnson General Practice Scholarship Award 
was given to Dr. John T. Kaemmerlen, Jr., of the ‘graduat- 
Pond of Boston University School of Medicine. This 
TUNE f of $1000 will be applied to 9 of residency 

3 _gen practice after the completion of a year’s intern- 


ae scholarship-award program is administered by the 
American Asada of General P Practice, who have made 
identical awards, furnished by Mead Johnson Seep, © 
nine other medical-school seniors and to ten residen 


HARVARD MEDICAL SCHOOL PROFESSORSHIPS 
Dr. Eric Lindemann has been appointed professor of psy- 


chiatry, Harvard Medical School, and psychiatrist-in-chief, 
Massachusetts General Hospital 


Dr. Raymond DeLacy Adan has been apocinted Bullard ‘tnd 


Professor of Neuropa 
commen _as chief, N ic Service, Massachusetts 


ospital. 


NOTICES 
ANNOUNCEMENT 


Dr. Simon Horenstein announces the opening of an office 
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LABORATORY REFRESHEK TRAINING COURSES | 


The schedule of the Laboratory Refresher Trainifig» 
Courses, of the Department of Health Education and Wel* 
fare, to be given at the Communicable Disease Center in 
Chamblee, Georgia, has been announced. Information 04 
be obtained by writing the Laboratory Training 
Communicable Disease ioe’ Canser, United States Public Health 
Service, P. O. Box 185, Chamblee, Georgia. 


SANITARY TRAINING PROGRAM 


A radiologic health — t Program at the Robert A. 
Taft Sanitary Engineerin i ter, Cincinnati, Ohio, will se 
sponsored by the Public Health Service, U. S. 
cr Health, Education and Welfare from November, 1954 
through May, 1955. The program, on the hazards of radia- 
tion, is designed primarily for professional personnel of State 
and local health departments, but other qualified applicants 
pred Pg 0 Further information may be obtained from the 
ological Health Training Section, Robert A. Taft 
Center, 4676 Columbia Parkway, Cin- 
cinnati 


AMERICAN UROLOGICAL ASSOCIATION AWARD 


The American Urological Association announces the an- 
nual award of $1000 (first prize $500, second prize $300 
and third prize $200) for essays on the result of clinical or 
laboratory research in urology. 2g gene is limited to 
urologists not more than ten years from graduation and to 
men in trainin § Ae become urologists. The essay awarded 


first prize will be presented at the meeting of the American 
Urological Association, Biltmore Hotel, Angeles, May 
16-19. 1 1955. Essays must be received by the secretary before 
January 1,1 urther be obtained from 
the secretary, William P Didusch, 1 North Charles 
Street, Baltimore, Maryland. . 


SOCIETY MEETINGS AND CONFERENCES 
Consultation for Crippled Children in 


ULY 22 and Regional Meet- 
inns of 12. 
“fuuy 3-29. International Cancer Congress. Page 914, issue of No- 


6-31. Congress of Gynecology and Obstetrics. 
Page issue of March 

i uous, 1-7. Pan-American Congress of Pediatrics. Page 850, issue 
_ Avausr Oe Argentine Congress of Thoracic Surgery. Page 708, 


eS ee. International Poliomyelitis Congress. Page 399, is- 


University of Illinois. f Medicine. Annual 
Assembly in Otola: Page 1092, issue o June 24. 
ee 7-10. Nineteenth Annual of the United States 


and Canadian Sections of the International 
828, issue of November 12. 
: Sepremser 12-15. Second International Congress of Cardiology. Wash- 


» D. C. 
"Sertemeue 13-15, American Association of Blood Banks, Page ‘ 
issue of June 3. 
SepremsBer 16-18. American Heart Association. Annual Scientific Ses 


"New England Pediatric Society, Page 968, issue of 
une 


and 3, 1954; "Page 1064, of ‘June New 
of, Page 054, issue 
Asotistion. 1092. issue 


Academy of Peychosomatic Medicine. Page 
Ocrozzer 11-15. of Page 44, 
of 


16-22. American Occupational Therapy Association. Page 
Ocronzr 18-29. ey York Academy of Medicine Graduate Fortnight. 


221. div England Postgraduate Assembly. Hotel Statler, 

nual Meeting. ov Ragland snd Society. 

ovemsern 4, American Institute of Dental Medicine. 

Sanitary Engineering Center Training Pro- 


grams. Notice 
"(Notices concluded on page xxi) 
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